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1/ 



•7 3 - t T v> v^MHtS^ m 7 n - O H5 /Ji^- V n V^^m^MmmMTU 

[W*:® 5 ] 

mm^m^mi^^Tf)^. \^vmi^<DigQi^y:^Mm^'^^^^'^^>'2 (ch2) ^-^tp 

CHa) J: W^^fi^^'t^:^ > 3 (CHa) =S:#tfi»*:« 5 ^^^(Dm^^^Mm.^ 
[W*« 8 1 

im^m 9 ] 

m^i^Mmnmrnm m) i^^xf^mmmm^ (vl) ^gr-^tf^^^^u^^'f m 

IW*:^ 1 0 1 

— :*:ift©L#:^^ TAG (Tumor-Associated Glycoprotein) -72iZ^^^^:^'t^m'^^BiZ 

m^m 1 1 1 

—:^mSLi$-Tf)^. ^TAG (Tumor-Associated Glycoprotein) -72tn;#<^^'ft^E^nI^^it (V 
H) «^ffi1tte*5g<SSj|c (CDR) 1, CDR2:feJ:tfCDR3^'^*> "^^^^I^i^ (VL) OCDRl. C 
DR2i3 X tJ^CDRS^-^tpIS*:^ 8-10 (D\y^-fflit)^ 1 miZUW.<09&^S^MUm^o 

im^m 1 2 ] 

— 2ls:iltn;#:;&«^ ^TAG (Tumor-Associated Glycoprotein) -72^#<^^IInr^lli^ (VH) 
coffiMtt^^ffiilS (CDR) 1. CDR2:BJ:y^CDR375^ ^firfmm%-^9. lO^Xmi-^Tj^^ 

fi^r^ymmi]'t^^. "sr^ig^^^ (vl) ocdri. cDR2i5 j: u^cdrs^J)^. ^tirftm 
1 3 1 

-^mmwus'. mm^-^is-^^^fi^mm-^mm^ (vh) . i3j:o'vt/::{iiB^'j##i6-e 
^$tt^irig«Mii^ (VL) «r-^tfW*]S8 ~ 1 2 ov>rtL;d^ 1 :citciem<^it'^Me®^ 

lii*:^14l • ^ 

-mmi^Hi'. SB^J#-^17t?^$ 7 5 y miB^J^Sr-^tpm*:® 8-13 (DX^^-fM^ 1 « 

im^m 1 5 1 
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2/ 



nSm^^^i^i!^. pT?#MTNF (Tumor necrosis factor) ^##II-e*-Sif*:^ 7 H|Bm<^ 

Hi 1 6 1 

1 7 1 _ ^ 

y 5!f> K^eK7&*> LFA-3 (leukocyte Function Antigen-3 ) 'C^^fM'^'^l li^u'imOm 

u ?!f > Kss®>&^N Be^J#-t 6 5 -^^^ T 5 y mie^ij ^-^tf 1 7 K^i^<Dm^ 
im^m 1 9 1 

[ft*:* 2 0 ] 

Yf^^^^W^^Mjti^^(D^-T^ ;v 3 -If ^ > 06fi "7 3 - ;^ O 1 « ^-^^ 
Iff 2 1 ] 

■eab^> mim 1 9 tcfB«<^?^®^m#o 

Iff*]* 2 2] 

^ KGDP-7 3-7.c7)'^^lc^#i--2>^^*^ GDP-v>'y-^ 4,6- ■ft 

|,'9^-Hf (GMD) ^J:trGDP-4-'>- h-6-7':t4r'>-D--7>'y-;^-3.5-j:.t°^j7--lf (Fx) 

lft*a 2 3] 

GDP--7>/-;^ 4,6-7*^ K7^--t'5&^ JiilT^T) (a) :J3 J:t>'(b)^»^^SSF/0-e>®(^*t*D 

(a) sa^j#-ti-c^:5 msse^ij^^ i>> s dna ; 

°I»*«2 4] 

GBP'-^vy-X 4,6-7*1^ F^iJ'-^f)^^ J':^T<50 (a), (b) i^i^Xf (c) j^^Pj^fe^SS^Ti^^^ 

(a) @e^ij#^2-e^ $ tLig, T 5 ^ mffi^j e> * ^ ® e ® ; 

(b) @B^J#-^2t?a§tL*T5^m@S^Jl':feV^T. lJJJ.±OT^ym:J>^^^^> n 

(c) ie^!)#-i-2-C^$tL;E.T$ y^@£>^Jt80%JeJL_hOffirai4=S:*-t-*T5 ^mSB^J:** 

5] . s X . . 

GDP-4-5r h_6-T'^^'>-D-v>7-j:^-3.5-J^tf^ ^--lf;&^ mT<^ (a) J: t> (b) 5> 
35:&i^;&^<b^l^tL^DNAy&*3- Kf 'i>Se®■Cab^^ 2 2 tw|Bm<^Mo 

(a) Se^J#-^3t?^ $ tL* ;^*@B^J ^ * * DNA ; 

(b) i£^J#-i-3-e^^tL;&m^@B^J>6^'b^^DNAt;^ h U v^oiv 

^-fXLx ;6^oGDP-4-^ >-6-r':^-^v'-D--7>'^-X-3.5-J^tr^ 7 -4f^Stt=Sr;t-r^^ 

aiiE# 2004-3101921 
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3/ 



m^m 2 6 1 

h-6-T':^-^>'-D--7>'y -;^-3,5-J^t;°^ ^-Hf^^s iikT<D (a)~ (c) ^^h^^ 

Ko 

[IS^:« 2 7 ] 

2 0 t /cfi 2 1 H|B«05^K^m#^o 

jg^^-j^ 2 8] 

(a) ie^J#^5-^S$ tt;g> :^SM2^J>&^ ib ^ ^ DNA ; 

(b) lE^J#-i-6-C^ $ tL^ :^^@e^J lb DNA ; 

(d) Me»-i-6T-^$tL^:^^IE^J>6>^^^DNAi:;^ h U > > h 'fc^ft^T-^W 

(a) @B^j#-f-7-e^ $ tL ;i) T ^ y ^le^ij e> ^ s e ® ; 

(c) i2^ji=-^7T'^:^tL>i,T5 ymsB^iji^^v^-^. im±<7)T5 ym:«»^^^5<c^> em> 

Ai3 i O'V t /c{i#Jn$ ttfcT 5 y 'Sr «9 ^ « 1, 6--7 =3 >';V h 7 VX 7 9 

X*5J;t;«Vt/c}i#]tjn$tL/;T5 ym@B^j35^.^^:<9> :*>o « 1,6-7 =1 '>;V h 7 >X 7 ^ 7 

(e) iB^m-^7-e^$tL^T^ ymia^iJi80%m±<55ffi|wi'tt^^1-'2>T5 /mis^J^ei^ 

(f) @B^J#-t8T^$tL^T5 ym@e^Ji:80%JaJ.J::<^^ll^'l4^^-r^T5 ymSB^J:*^ 
IW*:^ 3 0 1 

"S^n^^^mWA BP-8503T?*'i.li*]S 8-14, 19-29 (OV^i'tt*- 1 at^fS®*^?^ 

5^kkl^#^56^TERM BP-8499tC i Ij tL;2>|i^:S 15> 16t^c(± 19-29 <?)V^-rtL 

IW^^ 3 2] 

?^K^m#>&«FERM BP-85001C: J: 19 ^M^Mm^-^ 17-29 <^v^-rtL:d* 1 atclBm<^?^ 

tbiE#2 004-3101921 
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^-V : 4/E 



[ft^:* 3 3 ] 

(b) 9y V^^u- -rmMWYBZ/Sm.. P2. Gil. 16Ag. 20^J3a : 

(c) 'r^x^:r.u- •^m^.^momm ; 

(d) •7^:^^j:.u- •7mmws?2/o-AgumM ; 

(f) i^i^^m^-t^^^^zrv h^—^mm; 

(g) n h &jfn.mmm^i-^)i^^mm ; 

(h) Ett^lfflsa ; 

(i) ^mmmmo 

im-^m 3 5]. 
m^ms 6] 
[m^M3 7] 

^■t^mm^K M«^#d3^.m^ i^^^m^ m^mmm^ 
im^m 3 8 ] 

3 9 1 

ife^itt^m^^ T Mf-'I^J^/tife. TV;V:^^-tt#i^^. 'rt14ll#Mife, Chur 

g-stTaussmmwx^^m^^3 7 Kwim.<DmM(D^mmttii±^mmo 

[it*:® 4 0] 



2004-3101921 



#M2 0 0 3-3 5 0 1 5 8 ^-v^ : 1/ 



[0 0 0 1 ] 

7C«<^N-T -fe ^ ;v i/;^ 3 -If 5 > 7 3 - ;^ i)^^^ L T ^ v^Mil-e * ^ M^MS 
[0 0 0 21 

(Doi-yx. ^ 9 -$B!acQ,^fi&It*^Stt (antibody-dependent cell-mediated cytotoxicity ; 

7 >^ Otli:#:Fc'®:^(^>ft:S«I<^ ^ > i?'gii^mi^<^®:^) {± J::.-7 iJ' ~«Blj&±<^Fc^#'»: 
0-M-e^^Fc7ina^^LT. ADCCfgtt=^^i-o ^S^oT. #^<7)^i=- 1 <7)^^fg14^;fi• 
Fc^^/6^^0^i--i>ADCCSf4^#Oo 
[0 0 0 3] 

mmm (JbiLT> vHt^ie-t'S) iiem^^n;^ (mT> vLt^ie-r;!,) ^^tfS&n^^ 

X;^^~:^mmi$' (MT. scFviMI"*) tFcfU^Oll!'^Sfi!g*«ADCCt&tt=S-#oi t 

^mhfiX\^^^o mAG-72^#:>&-e>f^ML7^:scFvi:Fc'®Jt<7)il!^MeK (##11= 

3) o 

[0 0 0 4] 

:}^■C^^^9. '^x.{drpr^MJtt«:^5EHi^-a^^#II (Jiy.T. sTNFRIIt^ia-r^S) iiM^S 
aK-e^;i>etanercept (#ii^:S:icl) . ^M*^,lifla-tt3^^LTV^^ lymphocyte funct 
ion-associated antigen 3(iiiT. LFA-3 i: ^ffi-f ^ ) t i!li'^lie®-e^)-2>alefacept(#l^^ 
:S:S^2)x Cytotoxic T Lymphocyte-associated ant igen-4 (CTLA-4) ^lifc-g-SeS (## 

i5^-VIIi:i!l!'^®aK(#^#W:fcm6). >'^-n^^>'l0i:i!i>^®a« m^^-XW^l 

) , ^ y^s^-u^ :ir>2tm^M&M (m^Wf:xm8) . CD40i:il>^MeK (#^#tt^:i:m 

9) i3J:O'0X40^:]i!l['^MeK (#£ff I^Sziit 1 0) fj: ifTb^ifhfi^ho ^fihOfp-X^. etan 
ercept. alefaceptfi1"e^w|g^n°B t LTflJffi $ ttTV^^o L:*^L^:*^ib^ — iStcife-^g 

xmi. $mwxmi d . mmshtvxmmx^ ^m^m^nmMihfixx^^^o #m 

[0 0 0 5] 

ADCCMIiti. MgGlH?-y^7;^fiT;>»:<^Fc'^j^i:^#:V-fe:/^-i<^ffi2'f^fflS:^/hL-C 

2004-3101921 
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^-i^: 2/ 



^ 12)0 

[0 0 0 6] 

ff l,6-7 3->;V h 9 Ji7-^f (FUT8) ^ GDP--7>y-;^ 4,6- 
•r^V^^-'if (GMD) , GDP-4-<5^ h-6-7':t^->-D--^>y-;^-3,5-J^f^ 9--tf (Fx) 

f - ;i/ ;V n -If ^ > 7 3 - X L T V> V^$iM<7)ti|'^ '^if^JD $ i t tS^-C § ^ i 

;6«^f>tLTv>s (#f^^:5:m4) o 

Proc. Natl. Acad. Sci. USA. 90, 7995(1993) 
[^#W=:fcm2l J. Immunol. Methods. 261. 199(2002) 
l$¥^W:XM3l Proc. Natl. Acad. Sci. USA. 96, 1627(1999) 

J. Exp. Med.. 181.1869(1995) 
m^W-XM5] J. Immunol., 160, 5742(1998) 
[WS^W:^U6] Proc. Natl. Acad. Sci. USA, 98, 12180(2001) 
[W^VfXm] J. Immunol.. 154, 5590(1995) 
8 1 J. Immunol., 146. 915(1991) 
mmW:^m9] Surgery. 132. 149(2002) 
iW^W-XMl 0] J. Leu. Biol.. 72. 522(2002) 
[#^i^W=:5:mi U J. Pharmacol. Exp. Ther. , 301. 418. (2002) 
l##tt=:fi:Sfel 2] Chemical Immunology. 65, 88. (1997) 

3] Biochemistry, 36, 130. (1997) 

4] J. Biol. Chem., 278. 3466, (2003) 
[#l!^jti^l] USP5605690 
[^WX^2] USP5914111 
[#K^:ft:m3] WOOO/61739 
[#^:fcm4l W002/31140 

[0 0 0 7] 

X •u^mm^s&mm.^m^^^-t ^ mmm^mm-r ^ctiz^&o :^^m(Dm^ 

[0 0 0 8] 

^^mits iikT(D (1) ~ (4 0) ifzm-t^o 

mgE# 2004-3101921 
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[0 0 0 9] 

(3) */L#Fc^it;6«t ^^lL#OIgG^'9;^•Cab^^ (l) (2) tilBicOllll^ 
lO 0 1 01 

(4) trL#Fc^i^/e»^~l: h^#:oigG1^7:^-Cib'2>. (3) t:i|em<^lll'^MaKm^i^ 

o 

( 5 ) m'f^m^M^Wm.^mi^K ^ h f/u#<^IgGlr5' y:^Mm^'^^M > 2 (CH 

^^>2 (CH2) *3j:(y^m#:mM^'t^:^K^^>3 (CH3) =^-&tf (5) izMm<om^m 

10 0 1 1 ] 

^{ftL^ (1) ~ (6) <D\^^-rfif)^imKtzm<Dm^m&Mm.no 

(8) ili:#0^>^ttif>^-75«> -2|s:mSL#T*^ (7) tCiBStOill'^Me®m^«&o 

(9) -^^am^^/S^ mi^mm'^^m^ (VH) iy^oX^gil'^i^ (VL) «:#?>5j^U 
^■f^ m=Sri>^r < t ^) 1 o-^tf (8) mam^^Hl'^SfiMffi^i^o 

[0 0 121 

(10) — TAG (Tumor-Associated Glycoprotein) -72\,zm^^^^-r 

* (8) (-femoM^ssKm^i^o 

(11) — iluTAG (Tumor-Associated Glycoprotein) -72^#:<^Jn;#:M 
iSnr^'Eli^ (VH) C^ffilitt^^®^ (CDR) 1. CDR2i5 i^/CDRS^-^*. nT»6m:^ (V 
L) OCDRl, CDR2:fe J:tFCDR3=Sr'^tf (8) ~ (10) (0\^^-ftnb^im^fiWL<Dm^mBM 

[0 0 13] 

(12) — ;$:ilfet#:>&^ JilTAG (Tumor-Associated Glycoprotein) -72^#:<7)fiilnr 
(VH) (Dmn^^^iim (CDR) 1. CDR2i3 J; t/CDR3>&^. 10*5 

irrii-CTP^tL^r 5 ymie^J^-^^, ^^sm^i^ (vl) <^cdri. amisxx/amn^ 

. -!-tL-rtLi5^Jl:-^12. 13:feitM4-e^$tLST^ >'m@e3?l|«-^tf (8) ~ (11) (^V> 
[0 0 14] 

(13) — ^Ic^^'f^*^ 0B^J#-^15T?^ $ tL^ fiM nf^®:^ (VH) , ^XV^ttiit 

m^m-wie-^m-^fi^-^^mmmm (vl) «-^tf (s) ~ (12) <^v^-ftL;$^i3StciBi!c 

(14) — Be^iJ#-^17-C-^$tL^T5 ^mie^iJ=Sr-^tf (8) ~ (13) 
[0 0 15] 

(15) "oT^tt^^^:*^*. ■er^STNF (Tumor necrosis factor) ^^^WC^^h (7 

(16) aSm^^^i$-Tb^. 0e^J#-^ 6 4 -e^ ^ T ^ y miB^iJ ^-^tf ( l 5 ) I'lB 

(17) ';;^f> K®aM;&«. LFA-3 (leukocyte Function Antigen-3 ) (7) 

miE#2 004-3101921 



#112 0 0 3 -3 5 0 1 5 8 ^--J : 4/ 

[0 0 16] 

(18) ';:^f> K®aS;6^ ie^J#-f-6 bX'^^fi^r ^ ymMmir^tf (17) K 

(19) (1) ~ (18) <D\^^-rfni}-imf'^mn<Dm^MBnm.^<^^=i- v-r^m 
(2 0) m±mm-^^. m^p^^^^ut^rGd?-y^->^(D^m^m^'r^mm. t 

[0 0 17] 

Y ^ fifzmmx-h ^ . (19) tcffi«(^5^Mtem^o 

(22) mmm^ ^ V :t f- KGDP- "7 n - (D>kWL K m^-'t ^ GDP--^ 
7. 4, e-'T" t K y ^ - -Ir (GMD) j3 J: 0«^GDP-4-<5^ h -^-T-^ % '>-D--7 > y - ^ -3, 5- J:- tf ^ 
7--lf (Fx) ii-hf^^m^ii-hWit^^Wmx-h^. (2 0) *fcl± (19) izmMomM 

[0 0 18] 

(2 3) GDP-v>7-y; 4.6-7^t: K7i5'--fe*>6^ &.T(0 (a) i5 i l/(b)>d^^ ^^S^ 
:6-e>M{m^DNA5&^3- (2 2) {Cifim<^«o 

(a) BB^J#-^l-e^^tL-S:^^@5^J:d^ib ^;SDNA ; 

(b) w.m^-^ix-^^fi:hmmmw^h-^j:^mAt7. h V >v^y > =^^#■e^^-r 

o 

[0 0 191 

(2 4) GDP--r>y-;^ 4,6--f't: K7^-^*y&^ mT<^) (a), (b) i^HXf (c) 56^fb 

3fe'i.s^:*-^M(ftL-g,MeKt?^;i>> (2 2) KWM<Dmmo 

(a) ie^J#-^2-c^$a^T5 ym@e^J>e»^^'^'2>seK ; 

(b) BB^j#-f-2-e^;?tL^T5 ymiB^jjcisv^-c. m_hoT 5 -/mji^iJc^. *f 

XiiXXfXtfz\iii[M^fifzT\^Wmmf^h-^j:^. /i^oCDP--^ 4.6-7'li 

(c) wM^^-2xmi-^fL^r^>'mumtzQ%]>i±(Dmn'&t^^-r^r^ymwMi)^ 

[0 0 2 0] 

(2 5) GDP-4-'5r h-6--7=':}-:^->-D-'7^y-><.-3,5-J^tr^ ^TO (a) ^ 

i5^^XL> ^^oGDP-4-'>- h-6-7':i-^->-D-v>7-;;^-3,5-J^t:^ 
[0 0 2 1 ] 

(2 6) GDP-4-'Jr h-6-T':^-^'>-D-'V>y-;^-3,5-J^tr;>< 7--lf**, MTO (a)~ 
(c) ■i)-h-^£^m-i)^hm\tfi:hm^9.X^^. (2 2) IcffiftO^BJiao 

(a) wM^mx^-^fL^rx jm.mu^hti::hm:^n', 

(b) i5^!J#-i-4-e*$tL;2>T^ ym@2^Ji::i3V^t:. m±OT 5 » 

(c) IB^J#-^4-e^$tL^T5 ym@S^Jt80%J5J.±<^ffi|W)tt'^^-r^T5 ymSB^J:^^ 
;$^oGDP-4-^ h-6-T':^-^->-D-v^y-y^-3,5-3itr^ 7 --HMtt^^tl-^SS 

mW^2 004-3101921 



#M2 0 0 3 - 3 5 0 1 5 8 : [ 

[0 0 2 2] 

(27) N- ^- u 3 V vm^m^mmmMitMi^m- r -t ^ ;v ^j'- ;v n 5 > eis ^ 
:3--x(Dim^a ^ mmmm izm-^-r^ mm^!)^ « 1. e- 7 =7 v ;v h 9 7 ^ 7 - -if 

T'*^ (2 0) tfzit (2 1) liZmi^<DMW^^i^o 

(28) al.6--73~>;V>v>'7;-7j.9-W. mT<7) (a)~(d);6^^35:^a^:&^f>3l 
{ftL^DNA3&^':3- Ki-^gg^X-*<g>, (2 7) t;fB«0|fflJ!feo 

[0 0 2 31 

(a) gS^J#-^5-eft $ tL-S :^^ie^J 5& -S. DNA ; 

(b) @B^j#-i-6T-^ ^fi^ mmmn 6 ^ dna ; 

(c) @5^!j#-f-5-eft $ tL -5, :^»@B^J /J- -2. DNA ^ h U > x > > ^ y 

(d) mm^'^ex-m $ tt ^ i^^ib^j p> 3& * dna t >^ h v > v ^ > > ^#-e^N ^' ^ v 

o 

[0 0 2 4] 

(2 9) al.6-7 3'>;kh7>'>^-7ai^--lf**. (a)~(f)^-^5fe^^:^-P>M 
{fn^MfiK-e*^, ( 2 7 ) icia^como 

(a) ie^j#-^7t:-^ -Bit^T^y mnm ^^^^j^^m&M ; 

(b) m^m-^Bx-m $ tt^ r ^ y Mib^j K ; 

(c) BB^j#-f-7t?^$tt'?)T5 ymie^jtwiJv^T. iJijiji<^)T5 ym^a^^^, » 

(e) Se^J#^7-e«$tL^T5 ymeB^Jt80%m±(7)*B|Wltt^:ft'2>T5 ymiB^J:0^ 
[0 0 2 5] 

(3 0) ?^HiEm#;d^FERM BP-8503-e^.g> (8)~(14), (19) ~ (2 9 0V> 

(3 1) 5l^®|Em^^5&sFERM BP-84991CJ: Jj^^^tL^ (15) . (16) (1 
9) ~ (2 9) OV^-rtL;$-i:afciBmo^K^^#o 

(32) "^^m^^-mmL BP-85001:i ^ $ tL* (17) ~ (29) Ol/^-ftLTj^ 

[0 0 2 61 

(3 3) m^mm:^^. TiB^O(a)~(i);6-^:&;^,S^;^-^S{f:f^'5m■e^b^ (19) ~ 

(3 2) (D^^^-ffii)^ 1 mzmm(DMMmmi^o 

(a) f - ^ ^ - N A ^ -J5P*ai^ft5feCHOaj3g ; 

(b) -7^ V^a^u- ■^^Ji&;^YB2/3HL. P2. Gl 1 . 16Ag. 2001^ ; 

(c) '7'i';^5:i^n'-^r«;^NS0MJ^ ; 

(d) •^'y:^^j^u- -^mmspz/o-Agumm. ; 

(e) >'V7>^^A:x,i^-^mm.m^mmmm.; 

(f) ^W^&^-t^^^^ ; 

(g) ^ h ^ifsLmmmwi-^ji^^mm. ; 

(h) mi±mm ; 

(i) ^m$mmo 
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#M2 0 0 3-3 5 0 1 5 8 ^-y : ( 

[0 0 2 7] 

(3 4) (1 9) ~ (3 3) (Ov^rtL:d-l«i'iemo?^Kte^#:^^:^tc:^*L. ^ 

(18) (o\^^irti-^> imi>zmwi.<om^s^Mm.^m(Dm7kijmo 
(3 5) (3 4) i,z^m<Dmm.yimzxy)nit>fL^. d) ~ (is) <Dv^-rtt;&*i 

[0 0 2 8] 

(36) (1)~(18)*3J:([F(35) v^TtL^J^ 1 :^lxfe«oil>'^SeKm^i^=lr 

(37) (l)~(l8)*3j;(:f(35) i :gi;|e|g<7)j|!|i>^®g@j||^»g^ 

[0 0 2 9] 

(3 8) mm^w^mB,f)\ m.WLmm^xxfmx-^& (37) triB«<^5^a<^^i?;^^ 

churg-strauss^i^s^-e*^ (3 7) izMim.<Dmm<D'?-mmttziimmmo 
(4 0) ge^fe^j^m^^ s-ttM^v -^-^-f-, ^^^mmv^-^^, ^ru^^m. n 
m. ^m^m%m. mMnn^^j:t^<D^^i^:^TJ>.7!)m^-r^m.w.'o^^ (37) izm 

[0 0 3 0] 

[0 0 3 1 ] 

[l&§g ^ ^ 7t i6 <^«^<^?^B] 
[0 0 3 2] 

:i?N- V 3 -> K^^^-^SMM^^^Ji ON- T -b ^ ;v ;l/ 3 H?- 5 > 06f4 a L T V* 
[0 0 3 3] 

^ fi*0^#Fc||:^;6?. # ^ t < « H MgGl 9 ^ S5^0^^$Fcli^56^ffi \^^hfi^o 

igQ^ 9 :^^i$-m^<7y^mcmitt a, mm&'^mm -i >2 (mr. ch2 tti-r) 

[0 0 3 4] 

^v^tiM^^^ttmitWfsi* (jy.T, cDcsttt^ie-t^) ^t-^j^^tf ^tt-So Aoccfg 

•ttfi. fct^Fc^i^ii^L-f^Fc^^^-eafeSFcy IIIa^##i: ;&*jg-g-LT|&a$i tL;&jfflJ!ai^# 

^ o 
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[0 0 3 5] 

#^7n*Mtc:^*7i^ h-7>-N- T-b^jWi^ ;v 3-9-5 > (iil.T> Gal-GlcNAci:^IB-r^) • 
<^1IJ$I=^afe^f LT 1 >fcv^L{4m»^L> S^-Gal-GlcNAcC»i^it7^«1l^;->T;^m^ 

[0 0 3 6] 

T . N- i^';^ n v' K^-g-^-^M^il i: L T (4 , TiS'fb^^ 1 "C^ $ tt^ o 

[0 0 3 7] 



±Gali?1 -►4GlcNAcj8l ■^2Mancr1 ^ | 



iFucOrl 

V 



6 6 
dbGlcNAcjS 1 4Mani8 1 ^ 4GlcNAci8 1 ^GIcNAc 



±Gali8 1 4GlcNAc;3 1 ZMandfl 



3 



[0 0 3 81 

o 
o 

[0 0 3 9] 

?£[^Wb^^S^-ffi23— MlffiSM^W^^ (^^fflM'fe^iS'-) Igf^iH^iffi (1989) 

{7U^\ir=7y ^ -mz.X^mth::.}L\zi.'oX^'m.-t^^tifiX%^o tfz. mm^-^ 
timm.^liPm-?ADm[y^ - i- - :^-:r - Y • i^u-^V^yy ^ - (J. Liq. Chro 

matogr.) , 6, 1577 {m?>)'\\'i.^X»miri>^hX^^1r^^hi)'^X^^o 
[0 0 4 0] 

tBSE#2 004-3101921 
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[0 0 4 1] 

(^v:«r>K. Rr^tt«^^##> ^mi^'^^es> mmis^se®. itsis^se®. Jt 

[0 0 4 2] 

^^mKM^^hfi^tjii^t L-c{4. 5^mo?^^^Ha^;z,v^(4^i«^,fajiac7)OT{-^3^tr 

mi. ryT-(^r-(X : r • yji^y VV- ■ -^-^r;!/ (Antibodies: A Laboratory Ma 
nual), Cold Spring Harbor Laboratory, Chapter 14, (1998) K^i^<D^^<D:^^. ^ 

[0 0 4 3] 

, y\^-j^^'-'ir<DT^ymmm^\^h^i^m^<DmmtumLx. ^mm^^iSi<'t^ 

it «>nrtlT-^^o *n:#:(DM'^tt»fn-i: LT{4. mTl3^-r> Fab. F(ab')2> Fab'> scFv 
, diabody, dsFw^ XX/Cm^^t^^zf^ V^j: i:i!)^^l,fhfii>o 
[0 0 4 4] 

Fabfi. igQ^m^n^mmm^-^^^^ yxmmLxnhfi^m>i<Dd -lb (m<o22mu<D 
7 ^ ymnmxwm^fi^) . nm<omi^mm^^tm^i^ib^P:^}^y4 vm^x^^ 

Fab{4. mi^^'?-i:mi^M^mm^^-^^u zyxmmLxn^ ^ t-^^xu ttzii. m 

h^mi^-r^^tib'^X^^o 
[0 0 4 5] 

F(ab')2{±. igQim&M^mmm^y'i^>xtm.Lxnhi^^m>i(o^-^ (hm<^234# 

E(Dr^ym.nmxm^fL^) . Fab;&«t:>i^^JitO':^;^;i/-7>f V^^^^LX^^^ 

fifzi>(Dj:^^^^^\.\ ^=^Mmoij(Dmm.^^m^^mi-^i^^myrx$>:ho 

F(ab*)2{4> mi^^=?-t:MJ^«^mmm^':^i^>xmmLxn^ ^ tii^X^ :ho tfzli 
. TIS<^Fab' =l:^:i-j:.-7";v@'g-*<5.v>{4vX;i/7-f K^-^^-^. j1^m^-t il. tii^X^ ^ 

o 

[0 0 4 6] 

Fab* {4. ±fEF(ab')2<^t >v^^i^<^>>';^;vy h*f^^tWmLfz^&m575<om^^ 

^m^^m-r^mi^m>^x^^o 

Fab'}4. F(ab')2«rii7n^Jv^^:^;^ V-f V - )VtiimLXn^ ^ tifi^X^ tfzii. m 

gi;^oFab'»f>T-«:=r- v-tzdm^um^<^m^m^^ ^ -^^\^^iiM:m^mm^m^^ 

ffigEi^2 004-3101921 
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Fab' ^mm-t ^ i 1 $ ^ o 
[0 0 4 71 

scFv(±. ifii^^^<DmiS i cm.=lr n - V'-t^cDm^mn scFv^ 3 - K-r^DNA^m 
[0 0 4 8] 

diabody{±. scFv>5^^-fl:#<b L:^c^'($if>T-T% n-fffiO^M^'^vgl^'^^-tSi/L^if^^-r 

diabody(±. ^#::$9^^«7)VH*3 J; ?m=Sr 3- Ki-^cDNA^^^L. scFv-^a - K-fSDNA* 

t^'^^A-t'Sittr ct OH^^-fr. diabody^$iitf ti!)^X-^^o 
[0 0 4 9] 

dsFvti. VH^^J:?m>t><75'^tL^tLi T5 ym^*=^->;^x^ ^^^i'Mmt/^jj^'; 

:^?^3&tcS^-rST5 yma^fiRe iterate J: 19^ ^tLfc:^-^ (Protein Engineering. 7 
, 697-704, 1994) iz^^x^ ^^<7)^imi^'^mizm'0%^xm^-r^^tT!)^X^:ho 
dsFvfi. *a;'P^^^<7)VH^ J;lfVL$-3- Kt-;g,cDNA^^# L. dsFv=Sr n - Ki--i>DNA^# 

[0 0 5 0] 

«^OCDR^^tf-?^^K(±, E®Sfc{iM^:&'^-/f-KV y:^~^-ifLX^^^^^;L 
CDR^-^tf--?:/f- K(i, ^-^^^c7)VH:feJ:<m<^CDR*3- Ki-SDNA«r«ISL^ EDNA'S- 

[ 0 0 5 1 ] 

ttz. CdR^^tf^y^h'lt^ Fmocfe v-;vy , tBo 

?>ttSo scFvti, — aSO^'p^ft5fe<^)scFvt'abo-C^> iV^L. — aiR<^gL#:a5t5<?5-ffiS 

TAG-72tC^f 'S-^'^J^-^y i^n--^;W^#:;a^^^^|^$tL7t. ge^J#-^ 1 7-X?^$ti-Sr5 
y ^^irh scFv:**^ tf tLS o 

[0 0 5 2] 

miE#2 004-3101921 
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^^m^if\-^-t^mm.um9h^^m^\:^'t^ >; Kins. »^mu ^^t^ v<Dv^i'>}' 

[0 0 5 3] 

#^JtK^>f>2 (mT> CH2i:|B-r) *«^!?^; < "fe 1 -o-g-t ttTv^tttf i v^o 

^B^oM-^MfiKMJ^i: LT{i. -^Jx-Jf. i>XT(0 (a) ~ (f) ^^*lf^tL;|,o 

o JilTt::i3V^T. CH2:fe5 iiymMm^e^^ltK^ >3 (J^T. CHa^iiai-) {±> t MgG 
li}'7;^-e^*c:i:W^ L.v>o 

(a) ig-^ttSfiM- CH2 ; 

(b) ^-^ttSaS- CH2- CH3 ; 

(c) CH2-^^'^gaK; 

(d) CH2- CH3-^^14ge« ; 

(e) ^-^teMS®- CH2-^'g'ttSaK ; 

(f) M-^'ttSe®- CH2- CH3-M^&iieK ; 

±IB (e) *J:tK (f) <^^^^tL/c5t?'J-^y^ Filters v^T. 1 o o ^ y KII 4^ 
2 o O^-^ttM a K CO 'J ^ T'f- Kil^&^'-g- 1 tL-C ^ M-^S a SO J^-^ id . 2 o 

[0 0 5 41 

■:^mm^i5^^x. ife^MSKti (a) ~ (f) (D^m&9.^m^mmtLxm^\^tzi,(D 

^i9 5IL-C'^) J:v>o (a) ~ (f) <^#«gK^*coF^fi. It^#«^S*=&*i?SLT ^ J: 

. m^^m e K o is-^i^mtt :B i )y^^#Fcii^<7) :7 a. - Kizm-^j^mt^^^^j: 

[0 0 5 51 

DNA'g- J^JLT<^ (a) t ^ « (b) % if (^^giiWIfl&lcS A Lxn^bfi^ J^M^mm'^^ ifhfL^o 
[0 0 5 6] 

4,6-7*^ F7i5^--y (GMD) . GDP-4-'5r h-6-T':i-^->-D-T>y -;^-3.5-J^tfp{ 7--lf ( 
Fx) >^t^*^*tf ibtL^&o 
[0 0 5 7] 

(a) ie>?ij#^i t?^ ^ tL m^wm ^ ^ dna ; 

[0 0 5 8] 

aiiE# 2004-3101921 
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(a) @2^iJ#-^2T'* $ tL-g> 7 ^ y mss^J /6> ib ^ * US K ; 

J: t fz {i#jD $ ^XT^: 7 ^ y mie>?!j "b ^ 19 > >&^oGDP- v > y - 4. 6-7" H K 7 

(c) wM^^2x-^^fL^T^ymwmtzQ%}^x±(onm^^^-t^r<jmwMi}^ 

[0 0 5 9] 

GDP-4-^ h-6-7'^^'>-D-"7>'y-;^-3.5-«3itr^ 7--b*t LTfi. 

(a) iB^Jl=-t3T^ $ tL m^Se^iJ i)^h^£h DNA ; 

XL. ^^oGDP-4-^ h-6-7':t^'>-D-v>y-;;?.-3,5-J^tfy ^--tfffitt^r^-T'&S 
SK^rn- K-r -5. DNA ; 

10 0 6 0] 

GDP-4-<5r h-6-7=':t^v'-D--7>y - ;^_3,5-jrt°^ 9--^f t LTfis 

(a) He^J#-i-4-C^? tL^ 7 5 y m.WM-fy- h ^Sr S gfi K ; 

(b) iE^iJ#-^4-eS$tt;S,7? ymSB^iJlCisv^T. m±075 -gj^. # 
J: tF/ 1 itmw $ tLTt 7 5 y miE^J lb 19 . ;d^oGDP-4-'^ h -^-T^ ^ v'-D-'^ > 

(c) BB^J#■t4t?^$^^*75 ymiB^J^:80%J!y.±<D>fi|SI14'gr^1-'2)75 y^SB^iJ;^^ 
?>*»5. :d^oGDP-4-'J^ h-6-7':^-^'>-D-"^>y -;^-3,5-J^tr^ 7--lffSt4=£-:t-f -SSa 

« ; 

[0 0 6 1] 

N-^ U 3 V K|§'^^^M!»«8«7n5fc^ON-7 -fe 3 -ij- 5 > 06^tc 7 a - 

2^^?gtw:fev>T. al,6-7=i->;v h 7>';^-7i7-^i: LTti. TfB(a). (b). (c) ^ 
fz \i (d) mmdfi^ - K1- ^ n e 

(a) iB^J#-^5-C^$ tL^ :^*IB^j55^ ^ >fe -SDNA 

(b) @B^!l#-^6-e^^tL^:^^i5^J)J>ib^-2.DNA 

(c) iB^J#-t5-e^$tL^;^^ie^J;d^t>:Sr'2)DNAi:>^ h U b Jfc^f^-e^N-f 
XLh ;&^Oal.6-7ni/;v h 7 >';^ 7 ^ 7 --Iff&'^i^^n-SgeK^ 3- F-T-SDNA 

(d) BB^!J1|-^6r'^$tL^i^SSB^J:d>^**DNAi:;^ h V ✓'v^jc^ h 35:^#t?^N^ -TV 

(e) iB^J#-t7-C'^ $ tt;z, 7 5 y mSB^iJ:^^ fb ^ ^ gfi R 

(f) SB^J#-f-8-C^$tL^7 5 ymiB^J^^^^'Sr^SaS 

(g) MB^iJ#-^7T-^:?tL;5,75 ymSB^iJtC^V^T. 1 m±C07 5 7 ^75^^^. -R^. 
^^Xf/tfzm-^M-^KfzT^ jmwmi^^hf'j: 0 . a 1,6-7 n h 7 7 7 - 

(h) BE^J#-i-8-e^$ tL;2,75 ymiB^Jtwcfev^T. 1 m±<^7 5 ^ tt^x »A 
^ J: Xf/tfz\imw^fifzT 5 y mse^J^a^fb * 19 > ;&^o « 1, 6-7 n '>;i/ h 7 7 9 - 

«9> :d>Oai,6-7 3'>;i/ h9>';^7i9--1f®14^r^-r'?)SeS 

«9. :d^Oal,6-7 3->;i' h 7 >X7i7--lf?S14«:;ft'SS&® 

IHiE#2 004-3101921 
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[0 0 6 2] 

mm\^m^ ^^-^^ kgdp- (d%^ ii#-r ^ mm<DT ^ j mwm =^ ^ - k-t 

[0 0 6 31 

■t5 * fz \t ^ tL :fe^@B5?!j :t i" * DNA. IS^J#-f-5 *fcti:6-C*$tL;2. m^Se^J =S: * 

^ 7 - "Hfgtt =^ 'S) M e K ^ 3 - K 1- DNA^ if If ^ ^ o 

^J#^l> 3, 5^/c{i6-e*$tL^:^|gi2^J;6^?,;5:;5,DNA*ir<^DNAt/t{i-?-<^— ^c^Kf^T-* 
T'n-^/hL-C. nn::i- . /N^-ru i5^>f ^f-v3 T'^- • ^^-f ^f--> 

l*t. A#fi«J(r{i. 3n:=.-2b^v^{47'9-i^fi5^c7)DNA*@^'fbL/c7'r ;V;5'-=^fflV^ 
■C. 0.7~1.0Mco^'^b•:^ h V "^7 A^;tT. 6bX:x-/^4 y'V -S^^ -^-'y 3 > ^^^fz^. 0.1 
~2f&^ftOSSC^m (ll&MOSSC^m<^M(±. 150mM;^'fb-^ b 9 'i^A, ISmM^'J^:^®? 

DNA^*tf;S>vl^7&^-e§^o y; iJ^-f -fe*- V3 >'}4. Molecular Cloning, A Laborato 
ry Manual, Second Edition, Cold Spring Harbor Laboratory Press, 1989 (J^ivT. 

• ^^'-^y-i^^2MtV^-t) s Current Protocols in Molecular Biology, Jo 
hn Wiley & Sons, 1987-1997 (MT. * W >' h • "/n h 3 -;vX • > • ^ 9 - • 
/■^^ :tui/— tW^-t) > DNA Cloning 1: Core Techniques, A Practical Approach, Seco 
nd Edition, Oxford University (1995)^tCfS^^tLTV>^:^iSl::rt CTfr^ i iiT^^^e^ 

ii70%&.±. i »9$ft L< {i80%m±> ^ h izUt L < i±90%&.±. WKBtL<m5% 
JJI.±. Ikti^t L < {i98%Ja±c75;ffi|fltt^^-r;S.DNA=S:*lf<2)^ t3&^X'§;g)o 
[0 0 6 4] 

^V^^ji.^ - • n - > 2 h • -/n h=r-;i.X • -i" V • ^ V 

• >'^'f n>? — ^ Nucleic Acids Research, 10, 6487 (1982). Proc. Natl. Aca 
d. Sci., USA. 79. 6409 (1982) > Gene, 34. 315 (1985). Nucleic Acids Research, 13, 

4431 (1985). Proc. Natl. Acad. Sci USA, 82. 488 (1985)^lC|Bfc<OSP^#M6<7^^S 

A&^^fflv^T. @B^!I#^1. 3. 5tfzmxm^fi^^&W.m^^ir^dmi,zm^L 

^^m^m^mx'r^^ti,zxi)Mnir^^ti!)^x^:ho am. mxisxv^xttz 

mk\t^ l-Wi-^m. 0t L < {il~20i®. J; «5$fi L< {41 -10-10. $e>tC»^L<«l~ 
5ffi-eabSo 
[0 0 6 5] 

tfz. :^^m\z^^^xwm^^2. 4. ittz\t%xhht>'^fi:hr 5. ynwmtzm\>x± 

. GDP-4-'>- Y-^-T-i-^ V-D-^ > y - X -3, 5-^ tf 9 - -If fliti . * « 1 , 6- 7 3 ;v 

miE4t2 004-3101921 
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u i . ^^^^^^^J^^^ST a..Mol. Biol.. 215, 403 (1990)] ^FASTA f 
[0 0 6 6] 

^ J J> tL^ ^g±*ffl|^, -t *>«eiai*I«|^ ^ I. ^ ^ KGDP- y=i~xa)^ 

(c) wmiZ'D\,^xoo^m^m^mxir^^m ; 

[0 0 6 7] 

. (Lens Culinarisfi^OLentil Agglutinin) . i> Ke^-^^.^^^^PSA fPi<, 

""J';nT^5f;i^5Ji^^, l/r^^^^^^^ fabaS*4tlutfnin) 
T-I^o (Aieuria aurantiafi*c7)Uctin) ^^W^^ii-^ 

[0 0 6 8] 
[0 0 6 9] 

S« «iSJf ^^^^^ p^rSSri 

22h?1S5?^*° ^:^e»o«i:LT{i. f^^llc|E«<^to>5^*tf 

h^jcD-->r«;^YB2/3HL.P2.G11.16Ag.20m. _^ 

^ ^n- vMamSP2/0-Agl4«. v U T ^ -^MaSS^Sf V I 

teSf 'l2'?''|5^^^*t^^^^^ ^l&ig^TAG (TuBor-Associated Glycopro 

^ff^^^J^mmm^mmumU(Dm^mmmcmO. W^mm (Tumor necrosis f 

actor) f:^mioym^m&n<Dm^^^u^^A.fz^^^=,lx^sA^T-^^ 

^OCH0«2CH0/DG44mo5^Kte^^KC1194^> i U^XFA-3 (leukocyte pJ^fSug 
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ffi-t>'^- mUWc-^<lf-^mTMl^m ^^me) iz, KC1194{iFERM BP-8499t LT. 
KC1198{iFERM BP-8500t LT. ttz. ¥s£l5^10>g3B#ttT-KC1200(iFERM BP-8503t L 

[0 0 7 1] 
[0 0 7 2] 

^7FL._MJl7Pjffll|& (AFC) J: i9^ilO«^Sr^Jtfl5t>). A =Srmmk-r^ilffl 

[0 0 7 3] 

ti3»#^Mi: LTfi. »iM®'fb3E^ ^iflL^'il^s^m. i^JfiLffi^ JIS2^4'. 

LTJi, V > n-^;^ CD t Miiia>^7-r;V>^IM (HTLV-I) 
"M-^^^jv^. j^fT.d'^v-?^- (EE) '>>f;ux, ;?^*°i^'P^MP^'^/^;v;^. JTFi^'^-f 

[0 0 7 4] 

^ffi ^ i t j; 19 f^^i- ^ i t /6^T' i ;s o Wm,n^% KGDP-7 
-b* (jy.T, GMDi^ifi-r-S) , GDP-4-'5r h_6-7":t^^/-D-v>'y-y?.-3.5-J^tf^ ^--If ( 
f - n If 5 > (7) 6 f4 7 3 - X <D 1 a ^^>^m gl^i" * L T {i 

o 

[0 0 7 5] 

miEi^ 2004-3101921 
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(AGPC) [T-^U-r-f . >'^M:t^ 5;^ (Analytical Biochemistry), 1 

62, 156 (1987); III^E^. 9. 1937 (1991)] ^ ifib^^ifhfL^o 
[0 0 8 6] 

^/c. ^RNA;6^ibpoly(A)* mkt LXmSHk^mmir^lfmtLXlt. U =f (dT) 

$ ^^-^ Fast Track mRNA Isolation Kit (Invitrogentt) ^ Quick Prep mRNA 
Purification Kit (Pharmacia1±) ^ }^(DtjM<0^ y h Z. t iZ X *)m!m'tM^-t 

^ i i: 

[0 0 8 71 

NAy-f -i^^mt LTfi. ^V-^j.^- • o > 2 /K. f] U> h • h 

n-;VX • -f . • A Uboratory Manual. 2 nd Ed. (1989) 

^msm^tLTt:^'^. *^V^iTffSS(7)^:y M£{fSuperScript Plasmid System for c 
DNA Synthesis and Plasmid Cloning (Life Technologies^) . ZAP-cDNA Synthesis Kit 
(STRATAGENEtt) ffi V> ^^T^ ^ if tf ^ tt o 
[0 0 8 8] 

cDNA7-f -^i^mr^fzisb(Di^a-->^'^^ ^-t LT(±. :^MMK12»4'-e 

XB^o Mi^^i,Zii^ ZAP Express [STRATAGENEtt. h 7 •rv'-X (Strategies), 5. 58 

(1992)] . pBluescript II SK(+) [^^1^4 ■ Tvy K • V -9--^ (Nucleic Acids 
Research). H, 9494 (1989)] . A ZAP II (STRATAGENE1±) . A gtlO. Agtll [7=-V 
^jt-.^a-^^^^-r.y^^^X'f*;!'- T7'n-f-(DNA cloning. A Practical Ap 
preach),!, 49 (1985)] > ATriplEx (Clontechtt) , AExCell (Pharmacia^fc) . pT7T31 
8U (Pharmaciatfc) > pcD2 i^U^j.y— • • v— (Mol. Cell. Biol.). 

3, 280 (1983)] *5J;t>pUCl8 [ - > (Gene) . 33. 103 (1985)] ^if^ ^ tib^X^' 

So 

10 0 8 9] 

\^^:h:it-A^X^^-i^, t^tLiliizmWm^^hfi^o M'f^mizit. Escherichiacoli XL 
1-Blue MRF' [STRATAGENEtt. b 7xv-X(Strategies), 5, 81 (1992)] , Escherich 
iacoli C600 [i^J^^T^-r-f ^ X (Genetics), 39, 440 (1954)] ^ Escherichia coliY 1088 [ 
•ij-xf (Science), 222, 778 (1983)] . Escherichia coliY 1090 [■y-'f (Scienc 

e). 222, 778 (1983)] ^ Escherichia coliNM522 [v^-:h;V • • ^U^zl^^ • 
yftu-J-Q. Mol. BioL). 166. 1 (1983)] ^ Escherichiacoli K802 t 
y • • /^M:t^>?-(J. Mol. Biol.), 16, 118 (1966)] ^ J: ^'' Escherichia 
coH JM105 [>^->(Gene), 38. 275 (1985)] ^*«ffiv> ?j tL-2>o 
[0 0 9 0] 

cDMv^ - it. t(Dtt&.^(DM^Km\^^Xi> X\^>Tf)^. /[^^^ftcONAOffJ-^^T 

ifX . ^^t^cBM^m^ i < S fzibK. ^^i^ J&^'ig^ L 7t :t V =f ^ ^ y -f^ [ - 

^(Gene), 138. 171 (1994); ->*->(Gene), 200, 149 (1997); m&Mmmmm. 41, 60 
3 (1996); mmm^, n, 2491 (1993); cdM^ u ~ =. > ^ {^±^±) (me) : m<^^^-{ 
■f^V~<Di^mm^±n) (1994)] ^^v>TpiS^L•cmT<^j»3^^cffiv^-C'^) iv^o 
[0 0 9 1] 

mmnm:s( ^v:^^ kgdp- y^-:^ <D^m Km-^ir^mmtt: m- u 3 vi^^n^ 

X(PCR Protocols), Academic Press (1990)] 'tm^^XdM<Di^im^^O ^ tiZX ^ ^ m 
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[0 0 9 2] 

^nLf^Mi^^m)niimm^^^ ^ V^^^ KGDP-7 y::{± 

^ia^J^il*f:^i*> 13?!!x.{^^?->:?r- (Sanger) ib <^ v-r':^ ^ vi* [^n v--fV V-iJ^^^ - :t 
■7' . Hf . -if V 3 • T?5't'5 - • • -9-^ (Proc. Natl. Acad. Sci. U.S.A.), 

74, 5463 (1977)] ab*V^f±ABI PRISM377DNA'>-:J'J^ (Applied BiosystemsttSil 

[0 0 9 3] 

^ ^ V :t f - KGDP- 7 n - ;^ <7)^^ K P^i" -2. ^ fz {4N- ^ U n i/ K^>g-^>^i9MiI9l7C 
10 0 9 41 

k vmm(r>mmxitmmK^tfL^imk:!!-(b^^Lfzcmk:$>^\^^iidm^ 

W'r7U-=Sr#»Mt LT. PCRft^fflV^Tiiiliii-^^ tt' J; f- FGDP 

;v ;i/ n -ij- 5 > O 6 7 =1 - ;^ 1 a ^^i" J^^^ll M-^f -5 mm (DdMA^M 
[0 0 9 5] 

]|l#t/c:Ml*l*i^:J' KGDP-7 =r->^(^^fi6;t;g|#i-^0** /wtiN-:?^ V 3 v K 

fe> f^Ox.tf-^J-Vjy- (Sanger) ?><^S?7':r^ [zfui^-r^ > - ^i-zT - - i-'y 
3^;i/ • T?5/7='5 - • • ■^^-r-i->'>^(Proc. Natl. Acad. Sci. U.S.A.), 74. 5463 (l 
977)] 2b^V>{±ABI PRISM377DNAv-i^ J^^-^?-- (Applied Biosystems1±M) ^<D^^W, 

[0 0 9 6] 

^^Lfzcdmommmm^ i> t BLAST^O^HIWJ'a^g^yn a ^^v^T. Genbank 
. EMBLis J; OTDBJ ^ t'<7) :^^ifi^J - ^ - X ^ ir^^tizxy). L ytrDNA^i-^T' 
- ^ - 4^ <7)atfS^-<75 >f -CiiJjaF^M.?? V ^ KGDP- 7 =r - 7. ^ mm t 

1 a P#-r * mm =Sr 3 - K U r jHS^=--eafe * 51^.-^ ^ 

[0 0 9 7] 

±iao:&-^T# h M mun^^ ^v-^-^ kgdp- 73-;^ o-^^ i-Ki-^-f * 3 - 

K-r-S^^^iO^I^SB^Ji: LTI4, Mx.t^^ Be^J#-i-lt fw{43i;|Bm<^:^*BB^J^**f'3 

±Eo:i^?£-e#^tL;S)N-^'''; 3v K^^1t'^Mi^iim7n*S<^N-T-b^;Vi^;i'3-ij-^ > 

wMt\^x\t^ m^\f. wmm^^tfz\u\izmWi.<r>m.wmw^\fhn^o 

[0 0 9 8] 

ttiiE# 2004-3101921 
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del 392 (Perkin ElmerttSS) ^mm^mWk'r^'lt^^}^^ ^ i i: irj: ij , mnk^'^^ ^ V 
[0 0 9 9] 

ADNA<^§lt!i:&fe 

fl^o tti. -umky-^ ■-:^i^V--Z^V>':^7-M. (Genome Systemstt) ^Uni 

versal GenomeWalker^" Kits (CLONTECH^) ^if^m^^^CtiZXt), Mf*!*!^ ^ 

^ KGDP--7 ::i-:^(D^mzm^ir^mmtfzm-irv 3 -> m^m^mmmM%^m(on- 

[0 1 0 01 

mn t fc^isi^iM^ ^ 1/ :t ^ KGDP- y=i-x co^m K m^-t ^ mm t tz m-^r u a ~> k 

m^i^-^>'ff- (Sanger) ?,Ov^T':t^->fe [zfui^-r-l ^iTT. • • -f - •:^>' 
3-:?-;V • T:*^'^ - • • ■ij-'f J^>';^(Proc. Natl. Acad. Sci. U.S.A.). 74, 5463 (1 
977)] ^;5.V>{±ABI PRISM377DNAv-i>' J^>-9-- (Applied Biosystems1±m) ^<^m»@B 
n^mmm. ?r ffi Tr^^W'-r C: t j; 19 , ^DNA<^m^@B^J ;^^-r ^ i t ^^"C ^ ;g> o 
[0 1 0 11 

^5etfc:^y ADNA(^:^*ge^J=Sri t ir, BLAST^Offi|WItt;^5^7'n A =S-ffiV^T. Ge 
nbank. EMBL:J5 ± m)DBj5& fc'<7)m*SB^j7'- ^ Ir^^-T^ >r t trJ: ^ LfcDNA 

[0 10 21 

^^^ih-fzdm<D^mm km^^^ •7:t>^-7*T^i5^-fh m^mm LfzDm-^Mmo 

del 392 (Perkin Elmertt$!l) ^ODNA^^^-Cfb^^^^-f-;?. i 1 J: «9 . Jifflfl&rt«|^ V 

N-T-bf-;v 3 -If 5 >' 6 {it;: 7 3 - ;^ CO 1 {4d^ « m^t^mm^mi^m-^-t ^ mm<D 
ADNA^^#-t-'2> ^ t t? ^ -2>o 
[0 10 31 

M.dm<7)^w.ntLxit. lo. ii^xm2i,zmm<D^^mmii}^^ifh 

LT fi, m^ifmm^-^i3\iz^m.<7)^Mmni)^^iifhfLi> o 

[0 10 41 

/i<iN-i5^'; m-^1S-^M!»m^7C*3S<^N-T-lr^;v^^;vn-9-5 >'0 6tfc^C7 3~ 
mfE# 2004-3101921 



#SI 2003-350158 



^~-J : 20/ 



.[0105] 

k<7)^&mnOo^. ^^L/^5~150:^*. tftL<li5-60^m. J: i9 $f ^ L < {ilO~40 
[0 10 6] 

ti^ vm^^. v-t^ Y^(D u t V F^m 

y a'p? V:t ^ F4'<^i^ h "y^-^y / ^-^v^ >"l^l!ii-> h :^ (phenoxazine-modif ied c 

ytosine) XW^^fitzt V ^ Uir^ VmMi^. :tV^''^^U:^^h'^(D^)^-:;^i!)^2 

>($:^:d5^tf "btL^ [^JiaX^, 16, 1463 (1997)] o 
( b ) ffi III « X. -ft <t ^ 2^^BJ CO M-^^ Km^J^ * f^^-t -2. a6 <7)^i^,lBJ!&60f^^ 

^^m<Dm^m&Km.^m^i'^mi-^fzibi,zm^^^m±mmii. mmi^m^ ^ i^^f- f 

GDP- :7 n - ^-^f ^ t fz m- ^' V n -> F^^^-^Mm^TtTcMc^N- T -fe 

xi^mir:h^tTi^x^^o 

[0 10 7] 

^'fe^±<^^fitlstfE^^<^3c^{i. Manipulating the Mouse Embryo A Laboratory Manua 
1, Second Edition, Cold Spring Harbor Laboratory Press (1994) (Jiy.T> f^— tfo. 
l^W'x'f VtJ^ • • T<>>?> • Ji^^rV :t • T • 7>J^'9 h V - • ■r-jLT;^ tm&i") ^ (Je 
ne Targeting, A Practical Approach, IRL Press at Oxford 

University Press (1993)^ /^M v — jx t;v>"; — X 8 -J- ^ ^ —Vy T ^\ ES 

mm^m^^-fz^^'r^::^<7)j^^,m±n (1995) (mr. \'Esmm.^m\f^fzmm'r'y:^<oi^ 

[0 10 8] 

»F*lll^ ^ FGDP-7=r-;^0'a-^tcBI#-r'&P^^ /ifiN-i5'-V n V F^^lt^ 

HM-^i-^^^co^J^y ADNA=^MSg1--2.o 

FGDP-7ri->?.<D'^^tcM#i-'2.0** TtfiN-^^U ni/ F^^^^MIimM7n«(7)N-T 
[0 10 9] 

miE#2 004-3101921 
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[0 1 1 01 

MMililTc*)^ «^N- T -fe ^ ;v ^J-' ;v 3 -I?- 5 V o 6 I' "7 3 - ;^ o 1 a jfe-^l" Mili^iii 
lcH-^-r-5.^*<^-^y ADNA?rpm-t-^:^-St L-C{i. -hlfiK^ (1) <D (a) l::|Bm<^ 

S o 

[0 1 1 11 

Lx^ mx. mm ^-^ 1 3 lem <^ ^asb^j ^6^^ ^ e> tt o 

m'^'^±.<^U'^Mi^=¥-i^UmMM^-t^fziib<D^-yy }^^^ Gene Targetin 

g, A Practical Approach, IRL Press at Oxford University Press (1993). ^"^^ rfv — 

j.t;v'>u-X8 v-^^-yy'r^y^, Esmm^m^^fzMm-^^:^<Di'^u{m±^)i 
i995)mi<zmn(oyjm'Ltn!)^^xi'ipm-r^^t^^x^^o ^-.¥y Y^^^^-^i^. «m 

[0 1121 

#M±m'^<^^-'j^"^ h^^^3^-osxi*t±. mais ^c|B«<^^a^i^«llsa^-3aL 
^aiWIfflmx.#^S&^6*ltcSSiJ-r^:^'^^ fflx{f> Gene Targeting, A Practical 
Approach, IRL Press at Oxford University Press (1993). T;^^/ U -X 

8 ^-jr, ES^J|&«:fflv>/c^m-^'^7;;^<^'f^®(#±tt)(1995)^tC|Bm 

i t t()^X § o Mm L ^ca)!t'l*<7) 4'3&^'bgfi<Jt-r^ *g |W|« x.# =1: ^^-T ^ i: L T }± 

2|{S) ^PCRft [tT— >' — T — ;V • T'D h a — ;!/ X (PGR Protocols), Academic Press (19 
90)] ^i!)^^ifhfl^o 
[0 1131 

( c ) RDo:;^^£ i: ^ :^^m(Dm^m^Mm.ji^m ^v^mrr ^tz^ \m ^ ^i±«Hia<^<^m 
m-y::i'-y^(D^mzm^--t^m^ttzm-^')'=^'y Y^^wkmmm.m.7f^-^(o\\-Tj^ 

[0 114] 

lcM4-t-^^*C9cDNA*'Sv^i'^y ADNA=gr±tai <^ (1) <^ (a) t'|B«<^:&i£=£rffiv^ 
[0 115] 

^^L^^DNAOBE^JtC^o*^. jjifflflart*!^^ KGDP--7 n - -g-^lCgl-^i-^S. 0 

lUiE#2 004-3101921 
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[0 1161 

^S^^fflHatLTfi. ^-S. «MJi&^^ :^a<ji:i-smi*I«|:5?^ 

10 117] 

- <^SA:^-& ^ffl ,1 1 ^ ^ o 

^^ai*!^^ ^ V :r ^ FGDP- 7 3-;;^ <o^^ \iZ ^^-■f ^ ^ Z^: {4N-i5^* U =r '> Ffg-^^-a- 
tc|B-^i-^^*<DcDNA=^lim-t'2>:^i*i: LTti. -E^Ox-ff, ±IB1<^ (1) <0 (a) IcfBfc 
[0 118] 

a«lil^g7C*i« ON- T -b ^ ;v ^J'* ;v n ^ 5 > o 6 <55: 7 n - jx. <7) 1 ^5 ,5-' a ^-^-r ^ Mil-I^lfe 
i'BI-^i-^0*<^^y i>.DNA^ll^-r-5.:^-<*t L-C{±. mk-Mt. ±|B10 (1) (D (b) 

DNA<^:^»ie^iJ{4> jt^JSTtUPl^^^Jf-e-gJifm^ pBluescript SK(-) (StratagenettM 

(Sanger) <b <7) V7=':t ^ [7'n~>-T''f • ^t:/ • -if • a • 

7*5 - • • -^^--f J^>>^(Proc. Natl. Acad. Sci. .U.S.A.), 74. 5463 (1977)] ^(nW. 
i;t>=SrlTV\ :^^iE^JSili^:W^fi. -PHx-tf, ABI PRISM377DNAv-;J'^^-9— (Applied B 
iosystemsttm) #<^:^^12^J^W^««-Mv^-C^;W^1-S i t J; «9 . li^-t i i: ifi-^ 

[0 1191 

RD0{4> tjS^fcfiDNA'^fiKa^&fflV^^Cl^ilxJ: iJp^-T'SClii^&^-ei^o 
KD0€:^i^«ir^XL, «fi?Fi:L/i^*. «BJ!&r*l*l^ tJ' ^ KGDP-7 n-J^c^-g-^ 
tcgi-^i"*^^* /vitiN-i^V K^^^-g'MISai®7n5^'ffi(^N-T-t^;v^^;i/3-9-5 

[0 12 01 

^fz. ffiai<7) (1) CD (a) iciBm<o, mmnm%^ v-^^YGm-v=i-7.(r>^m' 

10 1 2 1 1 

RD0(4. •9-'fj:->'X (Science). 273. 1386 (1996); ^ ^ ^ ^ f-f (Nature Me 
dicine), 4, 285 (1998); h D (Hepatology), 25. 1462 (1997); --b^ 

ttl|iE#2 004-3101921 



#11 2003-350158 



^--J : 23/ 



tf- (Gene Therapy), 5. 1960 (1999); i^- -b 7 tf- (Gene Therapy). 5. 1960 (199 
9); ty' ■ . iy>{J. Mol. Med.). 75. 829 (1997); -f 

Dv-xV • ty^ • -If . • T:^r^ - - -^f - ^ ^ Ts {Yxoz. Natl. 

Acad. Sci. USA), 96, 8774 (1999); -fu^z-T' ^ y ^ 7. • ir^ - "(f - :^->3•:^;^ • r 
iJT'^ - ' • -y-^f J^>;^(Proc. Natl. Acad. Sci. USA), 96, 8768 (1999); 

-r'yyY ' V^~^{^uc. Acids. Res.). 27. 1323 (1999); -r -f -T- 

V3 >. • i5^--r h nv- (Invest. Dematol.), m, 1172 (1998); ^-f^^--^t 
:t 7- ^ y n V - (Nature Biotech. ) , 16. 1343 (1998) ; ^ ^ ~ - ^ r- ^ u V 
-(Nature Biotech.), 18, 43 (2000); ^ ^ -f" ^ Jf-r ^ y n (Nature Biotec 
h.), 18. 555 {2Q0Q)mmzm^'^'DXWt%\^^^t-h^X-^:ho 

[0 12 2] 

frwM-^i-;z,^*(^cDNA=Sr±wSl O (1) ay (a) lc:|BIK<^:^^^ffiv>, cDNA=£:MS!i-r^o 

mm hfzcmk<Dm.m^m ^ ^^-r „ 

L TtcDNAOiB^iJ iC^cf ^ . )ffl|&F«3J» j( iJ' P :f f- KGDP- "7 - ;^ -g. W 

mtfzm-ir^) 3i/ KM^:ffi^M«liK^7C5fe^<^N-T-b^;Vi5^;v=i-9-5 voe^jr^n- 

^S'^-^tf®^ >5^S $ ORNAislf5i=-^iatf-r ^ o 
[0 12 3] 

^RNAi«^S^^mi*I-e^a;^-*^7ti6tr. m«L/ccDNA<Diff>t-, ^ 
MM^jl7G*jScDN-T-fe^;v^^;V3>g-5 >(D&mzy:i-7.<Dl^iffi al^^-r^mm^M 

kzm^-t^'mmfDm^. ^^'^^itm^hfzm^m^9.^=^-^fz\tmm.mm±(Dmmi^n<D 
^^m^^i^mzMnm^^^mmrt^ ^ t -e, ■=^^m<Dmu^^m:f^ fzib\,zm\'^hm 

[0 12 4] 

a^»i:LTii. nn. mwmm.. mmis. ^6*jti-^«i*iisj?iJ^ 

v-^^ KGDP- 7 3-;^ (7)-^^ ^ 1 7^^ {±N- U 3 >- K^^*I^MMmS7n*3« 

<ON-T -fef- ;v 3 5 > o 6 7 3 - X <^ 1 ia^i^ a ^-^1- ^ Mil^tfii M-^ t- -2. 

[0 12 5] 

Wt^ L f^RNAiit^^ ^ i ^ fi* :/ n ^ - - ^ -^;t L T ^ ^> co 

#a^i^m'\(7)si<5^osAtc{4. ^iE2 \zum<D^mm^mmzm\^fz^m:^^^ 

[0 12 6] 

-^^-^MMililTG*^ ON-T-fe'f-;Vi?';v=J-9-5><;o6f4tC73->^(^l'f4;5Sa|*^i-^i|| 
m^ldftcM-^-t'S^^Ofiltt^Jt^t LT?^«^ife#:=^M^-f LT{±, -E^Ox-tf. 

miE#2 004-3101921 
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^mi<0 (1) <D (a) tCiS«(^^jfe;6Sibif ^tL-So 
[0 12 7] 

2|s::^l<^ (1) (a) ii|fi«$tt/ccDNA(^P$^:^-^^ if75«*>tf e>tL*o 

mttzm-iT')^ Y^^Wi^mmmMTfM^ <^N- r -t -5^ ;v ;p 3 $ e e t:: ^ n - 

^ ^ h ^X ^ ^ o 
[0 12 8] 

RNAiitfs^- }i . %m t fz ktmk^M^m^^ h^tKx^mm-f^::Lbi}^x^^o rna 

iTk\K=^(r>::i>7sY'7ir y\t^ •f--^- (Nature), 391. 806 (1998); t'd^^-t'^V 
. • -If . •:^>'3 . Tr^T*^ - • ^7' • •y-'l' ^^^^.(Proc. Natl. Acad. Sci. 
USA), 95. 15502 (1998); ^ ^ - (Nature) . 395. 854 (1998); •fuiz-r^y'^:^ 
' t-r ' ^ • ai-}V • TiJr^ - ■ ■ :^y7. (Proc. Natl. Acad. Sci. USA) 
, 96. 5049 (1999); -lr;V(Cell), 95, 1017 (1998); T'n v-y'-f • • • ^ 

• riJr< - ■ ■ :^y7.{Vxoc. Natl. Acad. Sci. USA). 96, 1451 (19 
99); -fu-y-r-i y^T. ' ir-f . ^ . -ti/B-tJi^ • Tfir^ - • ' -if-r j:->>?.(Proc 
. Natl. Acad. Sci. USA). 95, 13959 (1998); ^ ^ ^ -t;v • ^ n (Nature 
Cell Biol.), 2^ 70 (2000)]#(^fBmt;ta&o-CiSW-t^ Ci i:*«-e§ So 

(e) h9>'^jKw=^ffiv>/;:^fetcj:s, ■if^^m(om%w^m.mim-^^m.'f^fz^\z. 

^^^(om^^^m.^ma^\'mrf^fz}t>\,zm^^^m^mm\i^. • i^^^y^ 

'f (Nature Genet.), 25. 35 (2000)^i^ffim<^ h 7 Vy^^i^yxoi^J^x A =^ffiv^^ mm 

nm^^v-^^ KGDP- 7 3 - >^ (D^m Km^-t^ wm t tz \tw- ir^ja^y vm^^^mmm. 
ii7G*sa<7)N-T -b •^;v^;v3-ij-5>'(756f4tc73-j^<^i {475? a ^^-r s mm'^n ^3 M# 

[0 12 9] 

h 9 > 5}^ y > CO '>>^ -r A ii {±, ^r|.5^jt<5^ ?r 7 > iJ^ A t'^-fe^:!! A § -^S ^ .k "C 

i>m\^^^^ti}^x^^o 

[0 13 0] 

m^mmtLxit^ m^. KiMja^. msim^ fitJ^^ffljia^, mmtt^mnmrn^^ 
vt^ KGDP- 7 3 - iz m^-r h mm t fz m-^ u F^-g-^-^MM is^iTc^s® 

Mim(om^mmi)^^ifhfi^o ^m.m^mm^(Dmi^'f-<omxi<zii^ mj^2mB«o#® 

ffiiE#2 0.0 4-3101921 
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[0131] 

mmm^ KGDP- <0^^ K m^i- ^ mm t tz m- ^ <; n yi^^i^^ 

(D (1) CO (a) ('fS«(7):^^,5f^tf f,tL;g>o 

mtLxmimm^^mM-r^umtLxit. mK.it. ^m4tt:imm5izfm<D:^m 

■f - ;l/ ;l/ 5 > o 6 13 -7 rj - Jt; 1 f4 « ^^-t ^ t^m.^ \m^'•th P^oatf^?- 

^.rt:d^T-§^o mm.nms^i7v-^^YQw-y^~::^(D^mzw>^-^'hmm>^\^xi±. * 

o 

[0 13 21 

135#gOiJ^;l/^ 5 >m^ 157#S(7)^n 161#i(^U->>) **^*Stttci^3a:# 

fg^rJioTV^^i t:d^§g^j:;J-ll$tLTV^^ (Structure. 8. 2. 2000) o ■T'Srt?*,, 

mik<Dmmz^ t<s^ ^tLi^ 4^<DT 5. ym'km^j::hm<Dy 5. ymizm^Lfz^mi^^i"^ 
m^iitiz Lt:mmmm'^^i^mM=f-m^^d ^itizx^o. mK.it. mmm^^oGm 

(@e^J#-^2) Xii. 155^S<Dh Ut^y. 157^B<7)i5^;Vi5' 5 179#BO-^nv 
lS3^E(DV^y>^j&,<OT<ymizm:^ir^:itizX^ h ^-^^x-f ^#:=^f^ 

' — :/^^||2)K, :^ V'^ h • h =i-;vX • > • -tv^oL^- • /^>f :^-^y- 
[0 13 3] 

n2WL^\z%m.%fLtzmii'^mx(D:}jm\zist'ox. m^-it. mroidM^s^-t-^^i:*^ 

[0 13 4] 

mm.nm^ ^v-^^ kgdp- -7 3 - x (T)^^ iz^^••f ^ t jiN- v 3 ~> kis-^^^ 

ffifE#2 004-3101921 
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[0 13 5] 

%<om%m'^^nmzi^mM^^-^mi'f^^t-xi, ^%m(Dmu^^^-fhfz^\zm\'^ 

[0 13 61 

7i^«i:LT{i. at?m^. m.^}L-^hmun^% ^ 

Uti^ KGDP- 7 =r - <^>^^ p^-^ ^ ^ j^N- U n v KM-^^^MWai^TCT^vSg 
[0 13 71 

^m^^ ^-tLxit^ ±mm^mmzi5\^^x^±mMnim^^^ntm'^i^'p^<Dm.^ 

^^*«nrt|T% Emt-r^ V^^^T^ ^#4-=?- Ki-^&DNA^-te^-e^^^StMtC 

^mm±mm^<Dmim^<Dmxizii, f^^2 i,zmm<7)^mm^mmizMhfzm.m^^^ 

[0 13 81 

^^-a-MM^MTG*^ <^N- T -b f - ;i/ ;v 3 -9- 5 6 {c -7 3 - <7> 1 >6^^ a ^^i" ^ m 

f^^i (1) <D (a) tciem<^:5-i£*«*>ife>tL-5o 

it. m^io (5) izmmoyj-m-A^$)ifibfi^o M^Lfzm^m&Mi^'?-<DmmmM'^i^ 
mtLxMM^^^^mn-t^:^mtLxii. m^it. ^m4tfzmkji^5izmm<D:f^m 

(3) mm\zm^^m^mx-r^^W: 

^^^n<Dm^m^n^m.m^^u-t:hfzib\izm\^^hm±mmt. «i^m^ ^ k 

GDP- ya~7. (D^^ \z M^-r ^mm^tz m- ^ U ^ K^^^-^M«iiljt7n«ON-T -fe 

j's^^geM-s-SAL. mm-mzmmm.m-i:^\:.fzmm.(r>mmM^msiir:^^^^m\'^^ ^ 

[0 13 91 

mm.nm^i^v-^^viSiv-y::2'-7.<D^mzm^-t^mmt'LX},t. Am\z\i, gmd 

O6'f4f-7=r-7.Ol<i75-*a*§'^-r^«^^|«ii(cM-^-rS0*t LTfi, *#a<jtc{i, « 

s fi ^ ^i&^6<j tc^ c fzmmmmm^ h . mfmmy^ ^v^f- kgdp- y^-7. 
;vrr-9-5 y (o ^mzy u-7.<r> \m>^ a^^■t^mm>^mz^^■■t:^>wm(o^'^^n^}l 

toiE#2 004-3101921 
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[0 14 0] 

^m^mm^mmtLxii^ §m<7)mmomA{z,^^m^m. x^^^^^ayi^-^z^ 

' y^^^^x^ i?';^ (Nature Genet.). 24. 314, (2000)^tC|Bmco:^fe^#tf ^ 
[0141] 

m.'i^m\m^^hmm<om'&L^m\^'^^i5'&t\^x\t. mk.k-£. :^^\(o (d o (a) 

5 6fttC73-^<^ lfe/5««|t^t-^«ll»lfPl'IB4-1-^^*Odt<Si^ 
^^6*jtL> T>^-fe>^RNA/DNA^$# [^^^ ^ X t ^ h V ~ , 50, 322 

(1992). 'fk^, 46, 681 (1991). Biotechnology, 9. 358 (1992). Trends in Biotechnolo 
gy.lO, 87 (1992). Trends in Biotechnology, 10, 152 (1992). BMX^, 16, 1463 (19 
97)] . h U • -7 [Trends in Biotechnology. 10, 132 (1992)] ^'JrM 

v\ m&jt-t^m^iron^tfzitmmimmir^^ztx-i'^m-r^^tTfj^x-^^o 

[0 14 2] 

mm^m^^ly:^^VGD?-y::3-:^<D^mKm^-t^mmtLXii. Ai^'&Ji'it. GMD 

<D6mzy a- :;f.<Dim^ a m^ir;hm^mmizm-^-r^mmtLxii. M^i^^iza. « 

1,6-7 h V y:^yju7-^. a-L-73 v^-^f:&if;6sabtf'btL;z>o 
mF«3i»^i5' V':^-f-KGDP-'7 3-;^0'g-^(cM#-t-^^^<?)tg14t>;:(iN-i^'; K^t 

««#lf|itiM#-r^^*0^g'tt*il!l^-r^:j^i*i: LT}±. m^-it. (1) <^ (a) 

[0 14 3] 

«m±<^llifa®«0$i«S«3t*^gyi-S;^^i: LTJi. Mxtf. (5) i^lB 

( 5 ) N-^ U n ~> V^^mmm7t^nm-7t^}\y iJ^;V3-9-5>'06fi£i:7=r-;^01ffi 

mm^2 004-3101921 
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[0 14 4] 

y-^T^ ^ • -fe;!/ • T>' K • ^ • e^ai;^.^ (Somatic Cell Mol. Genet. 

) . 12. 51 {i9Be)mizmm<^\y^^>^M^^fzyjmii^^ifhfi^o 

•7^-7s(D\ a L fzmmm^ ^ ^m-r ^v^^vx^ fi\f\^^-ffi(o v^^-yx%> 

Mv>Si tiJ^-ei-S:**. ^<r>^^mii^h\^X\i^ VVX-^^ V^-^VLCA ( LensCulinar 
lsft5^<^Lentil Agglutinin) x-VY"^-^^ V^^^VPSA ( Pi sum sativum a^<^Pea Lecti 
n) > V9-7P« 1-^^>VFA (Vicia fabaS^fe CD Agglutinin) . t ^ D ^ 7 > ^ V 
^AAL ( Aleuriaaurantia E^^gQLectin) ^'^^^^ ^tifiX^ 
[0 14 51 

*#:6«Jt;i}±> l//g/mL~lmg/mL<^jiJS<7)±i£<^Vi^-f->"Sr'^tp^*t?10~25iH, 0* 
L < {± 1 B ~ 1® P^ig« L . L T v> ;& Ifflia ^ -2, }i :3 n - - ^ tf ^ T 5' 

2. M^ssKm^Jfec^m^:^^ 

•^^•■^L'^jL^ — • >'-?^;^n>^— ^ Antibodies, A Laboratory manual. Cold Spring 
Harbor Laboratory. 1988 (£1T. T ^^^'t*^ X iHB&i") , Monoclonal Antibodies: p 
rinciples and practice. Third Edition, Acad. Press, 1993 (jy.T^ -ty n — •^-;VT 
>'-^'J^-r'-i' XiiHg-i") ^ Antibody Engineering, A Practical Approach, IRL Press at 0 
xford University Press. 1996 (^T. T y^-^T ^ V =-T ^) y h^-t) 

o 

[0 14 6] 
[0 14 7] 

%mfk};Hm^ ^Vii-^ KGDP- 7 =r - X (O^m, K ^ ^ t^: tiN- V 3 -> Ki^-^l^^ 

mmmmjt-^^m- T'^^}\^v)v::i^^y<DQmzy^-:^<Di^i:^a m^-t ^ mMm 
hzm^--rhmm<r>m^ki)^x^\^fzmm.^m^'t^i)^. '^fzkfm^i^zm'^ftfzm^<r>K^ 
m^mzn ^'^hfLfzmu-^m^WiUt hxm^^^^hi^x^^o 

[0 14 81 

=1: L T ;g, ^ CD tL^ o 

cDNAti. pfiai. <^ (1) (a) Kmm<^cmk(DmWi^^z'^^^. y^yjui^y^ym 
m^m^^xmm-^^^hiflx^ho 

[0 14 91 

2004-3101921 
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m^^m^mmtLxm^^^m^izit. §^m^^^-tLx. mx.ii. yepis (atccsti 

15) > YEp24 (ATCC37051) . YCp50 (ATCC37419) ^^*>tf ^ i t 

PGKT'n^-iJ'-, GAPyn^-:J^-, ADH^n^-^-, gal iT'n^-iJ'-, gal 10 
yn-^E-^-, t- h V3 y i^^j^^-fu^-'fr-^ MFal yn^«-:J^-, CUP l^/n^ 

- ^ * ^ If C: t ^ -& o 
[0 15 0] 

, b V 3;^sKn>M, ^>i7-^^-t;<.M^tcm-rsegi^iiJ, -^x-ff, Saccharomyces ce 
revisiae ^ Schizosaccharomvcespombe ^ Kluyveromvces lactls ^ Trichosporon pul lulans 
^ Schwanniomycesal luvius^ iSr If -d^X ^ 

ethods. EnzymoI.).194. 182 (1990)] . ;^7jiny9^>^ [7"n v-f-V • :f 

^ . . g . ^^^5 _ . . j^^^ ^p^^^ Natl. Acad. Sci. U.S.A), 
M. 1929 (1978)] . mm')^^Am ■ ^"^^T-V ^X3z^-0: Bacteri 

ology),153, 163 (1983)], ■/niz-T'-f • ^"T • -^f • :^v' a • Tj&t'? - • 

. -9-^ai>'7;(Proc. Natl. Acad. Sci. U.S.A), 75, 1929 (1978)] Km^<D:fjm^ 

[0151] 

mmmm^m^tLxm^^^^^izit. ^m^^^-tLx. mx.if. pcdnai. pcdms 

(7•:^3^>^±j: i^Tfjig) , PAGE107 C#PS^3-22979 ; ^-f b 7^ 7 n i;- (Cytotechnolog 
y). 3, 133, (1990)] . pAS3-3 [#PJ¥2-227075] . pCDM8 [ ^-^ ^ ^ ^ - (Nature) , 329, 
840, (1987)] , pcDNAI/Amp (Invitrogen1±) . pREP4 (Invitrogentfc) . pAGElOS {-J^ 
~i-n^ ' ty ' >'t>f rj-'jr^;^ > U-(J. Biochemistry), 101, 1307 (1987)] ^ pAGE210^ 

[0 15 2] 

-e^xffs i^'f V ji:ffu^>[ (CMV) <^IE (immediate early) itfe^<^'/n^-^ 

-iJ'-, VZ^ 3 y i^yu^~i^~^ SRayu^-^~^^^lf;h^ti!)^X^:S>o tfz 
. 11 hCMV0lEa:f5^0J^>/N^^f-iS--/n^-^'-<h^tC;^v^-C^) J;v^o 
[0 15 3] 

!^^m^tLXlt. II ^<75m•e^*f-T;w^* (Namalwa) mm. •9-^<^«BJ!&T?*-5C0S 

^^^--X • ^NAj:^^-(75,«-e^^CHO«. HBT5637 (#PjiBS63-299) . 9 y 

m. ^mmmmm'k^if^^LtTb^x^^o 
^m-^i!^^-<r>mxyjmt vxit. W}mmzdM^mx-tzijmx^tnt\,^-rfiiim 

\f^^:itf)^X^. ^Jx.{f, :r.v^ huyi^u-iy 3 [-9-^ h X ^ n >?- (Cytotechnol 
ogy), 3, 133 (1990)] , U ;V>"^7 [#^^2-227075] . U ^3^7 ^ iJ' v 3 >S 

[zfu-y-T^ yifT. ' • -If • 3 i-SU ■ y^-T^ - • • •*^-f J^^;^(Proc. N 
atl. Acad. Sci. U.S.A.). 84. 7413 (1987)] ^ >>^ai ^ a tT^ l^-f -r 

"if • -^tfT. • oi^yi; :t • 7 • h V - • •T^aLr;v]s ^■«-T--f ^;i/>?r> ( 

ilfe^=-iS) ^ffiv^^:^-^ [#i^=^2606856> #1^=^2517813] . DEAE-T*^;?. h 7 [/^' 
>f :tv^:i.T;i/:^V-X4— itfs^SAi^P • j^^fe (^±tt) ^Ba# • |/f#®-«(l 
994)] , '>-r;i';^^^';J'~&[-r-lfjxU'-x^ . -T'i7y^ • jc>':/U:^-^2jK]^=Sr*) 
tf-Sit^&s-Ci^o 
[0 15 4] 

ffigE#2 004-3101921 
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^^9 — ' ^^-f :t o>^— Baculovirus Expression Vectors, A Laboratory Manual, W. H. 

Freeman and Company, New York (1992k z"?^ ^/•r;?'./ n>?- (Bio/Technology), 6, 

[0 15 5] 

m-^-^li^iS^^xm^^hfl^mii^mX^i^ ^-tLXit. pVL1392. pVL1393. 

pBlueBacIII (ttK Invi torogentt) ^^^^f^:lt ib^X ^ h o 

yyr ' y:^ ' %^VT~ ' -^^y^Vu-yT. • (Autographa californ 

ica nuclear polyhedrosis virus) ^ v>-& >r So 
[0 15 6] 

^3l«t LT{i. SpodopterafrugiperdaOlP^iWIJia-e^SSfQ. Sf21 [3&lx>^ • ;/ 
n > n — ;i'X • > • V^ji^— • ^ n Baculovirus Expression Vectors, A 
Laboratory Manual, W. H. Freeman and Company, New York (1992)] , Trichoplusiani 
<omMMUX-h High 5 (Invi trogentt) # ^ ^ -2, ^ t ij'^X ^ S o 

LTti. MxiJf. V v^^^vv-i^ Afe (#^^2-227075) . V^i^y^ 

;^(Proc. Natl. Acad. Sci. U.S.A.), 84. 7413 (1987)] m^i>^f^^hifiX^^^ 
[0 15 7] 

mjmm.-^m^mm.h \.xm^^^m^K\±. mm^^^-t lt. mx.it. t i -t^^^^ 

J:<^Mx.{^. * U 777-^-9*^ ^'^>f;v^ (CaMV) mBSzfu^-^r-^ ^^T^f- 
[0 15 81 

v>;z, i r ^Uft^y-y) y (Agrobacterium) [^rfiBS59-140885. # 

^BB60-70080, W094/00977] . J^V^^^^5^°^'-V3>•^ [i^Fli 0360-251887] ^ 
^i/y\^ify (itfSiF^) ^m^^h^m [H^#fi=^2606856> B5^#i1^^2517813] 
\^^^hifiX%^r, 
[0 15 9] 

[0160] 

oTff ^ ^1 t:**-ei:-?>o 

miE#2 0 04-3101921 
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[0 16 1] 

^^y^'t'^ ^T'hv. P^J^^;^. ^^ju^;^, ^->x^-zfV *-feM>2jp 
[0 16 21 

[0163] 

t/;, :^«4'ie:>Mmc-c. ry\i^y') y^T h^^^ v y^(o^±m^^^mKm 

[0 16 4] 

V>^RPMI1640:^:Bfe [^f • v>-:h;V - ■ ^ - T ^ V ^ y - T -C^ ■ TVZ^^^ v 
a^Clhe Journal of the American Medical Association) ,199, 519 (1967)] , EagleO 
MEM:^^ [-^-^j^^-y^ (Science). 122. 501 (1952)] . ti^miE.m^ ["y^-^n 

ns;- (Virology), 8, 396 (1959)] . 199^m [^ui^-r^ yV • iry' - - y^^^ 
' y • ■ /^M ^ n v> * ;i/ • ^ T'-f > (Proceeding of the Society for the B 
iological Medicine), 73. 1 (1950)] s Whitten:^flfe[|&^X^^i|-7-i T;l/- b ^ >';^ 

i;x.=.'y^'-r^7.<Di'i^^^ mmn) m^Tui^m (i987) i^fzii^mhrnm K^mi^ 
sfa.m^^mm^^tz^mm'tm^^^^tii^x^^ho 

[0 16 5] 

iitpHG. 0-8.0, 30~40*C> 5%C02^^T^O^#T-ei~7S5B^f 

m^mm^tm^t LxnhfhtzMMmmi^^^m-r^mmtLxit, -mK^m-^ti-x 

V^STNM-FH^Afe (Pharmingen^t) . Sf-900 II SFM^ife (Life Techno logiestt) . ExCell 
400, ExCell405 (v»-f tL^ JRH Biosciencest±) , Grace's Insect Medium [:^Wf-^-(N 
ature), 195. 788 (1962)] ^tm^^^^tH/^X^^o 
[0 16 6] 

ii#pH6. 0-7.0. 25~30r^O^#Tt?. l-5Br^^fdo 

2004-3101921 



i^M 2003-350158 



: 32/ 



^ o 

10 16 7] 

^mi. a-^pHS. 0-9.0. 20~40'CO##TT'3~60BK^rf do 
[0 1 6 8 J 

o 

[0 16 9] 

hcn^'ik iV^~-r}\^ ■ •^•:r ' /^^ :tuViJ)\^ ' Biol. Chem.), 264. 1 

7619 (1989)] . Ui:7h<r>:fjm [-^U-y-r^ >!f7. ' -^T • ^ ' i-z^3i-)V ■ TfJv'^ 
- • :ty' • j:-y7.(?roc. Natl. Acad. Sci. U.S.A.). 86, 8227 
(1989); ':^->' • T'^n -/^ > h (Genes Develop.). 4. 1288 (1990) ] . t^zit^m 

¥05-336963. s^m^06-s2302im izmm.<Di^m^ mMir ^ ^tizxi)^ mwi^mBMm.m 

[0 17 0] 

tfz^ #F?FW2-227075t'lSm$n.TV>;g,:^^St'iii:-C. y^YumWLM.Tm^AU'ih^ 
[0171] 

mm^^^L-^^mizxnmuu :i^?hmmwnzmm^. m^^^mnm. wy^irvT. 

;VT5yj^f-;i' (DEAE) -4r7Tn-y?., DIAION HPA-75 (HSfb^ m) M) m^Vy^ 
m^^fz^^ ^y^^i^u-rYiTyy S-Sepharose FF (Pharmacia^fc) ^(DVVy 

7.m(DVx?^y^m^^fzm.i^'^i7^-^y^yy^-m. ^=}-m'^m^^fz^)^h'Mm. ry^ 
m'&m(o^Wi^^.m^^\/^\tm.^^^^xm\^^. m^m^9.^^m(Dmw^^a^n^ ^ t 

[0 1 7 2 1 

miEi^2 004-3101921 
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[0173) 
10 17 4] 

li > ^'frOC^it LT {±. ^M<7) \± h m.^<DaiiS X XfCLX$> ^^t 7!)^X § . flj x. {i\ 

h^#:(7)CH^ iU^CLi^a- Vi-^Mm^t LTfi^^ y > t V h n ^^^^^^^^ -^^ 
[0 17 5] 

^--^m^^hfi^ho m^it\ pAGE107 [^-r hxi5'/ny-(Cytotechno 
logy). 3. 133 (1990)] . pAGElOS :t • 5 ;^ h U - (J. Biochem 

.), 101. 1307 (1987)] . PHSG274 [>?->(Gene). 27, 223 (1984)] . pKCR [-/ni/- 
f-f • • -^f • i-iy3i-)U ' nOT^ - ' ^ZT ' ■g-'f Ji>>^(Proc. Natl. Acad. 

Sci. U.S.A.), 78, 1527 (1981)] ^ pSGl^d2-4 [-^--f h x^' ^ n (Cytotechnology) 

, 4, 173 (1990)] m^^^ifhfi^o mmmm^m^^ ^-izm^^^-^^n^-^-t^ 

y^\-y^-tLXii, SV40O:aiS!'/n^-:5'-i: • • 

^^-^^J^ h U-d. Biochem.). 101. 1307 (1987)] . ^ U -—^r^ x^sfSL^^^ ^ )^:^(DLT 
R • T> K • ^^^-f >^>(;;i' • iJ-9---f- • n 5 ^--^-i^ a >X(Bioc 

hem. Biophys. Res. Commun.), 149, 960 (1987)] ^ S^^k^^'^^yVyEiM.<0■:fu■^~■^ — 
[-lr;V(Cell). 41, 479 (1985)] tJ^y^^>^- (Cell). 33, 717 (1983)] mH)^^ 

[01761 

Rm^m^^^fi^^fiM^ (D^^ ^ -±},z^y^i- :h ^ ^ ^^>itm~(D^^ ^ -±iz^^ 

^ -(D-ISifi^tX^x^^ i-J^~i-)V • :iiry^ ' J^J uViJ ))/ • y X{^. Immunol. Met 
hods). 167. 271 (1994)] o ^ >7'^m.0>m^m^^^^^^ ^ - fLXit^ pKANTEX93[ 
•^El^dpjx^- • Ay n V- (Mol.Immunol.), 37, 1035 (2000)]^ pEElSE^'N^ K-v 
(Hybridoma), 17, 559 {md^Wiififi^^fhft^o 
[0 17 7] 

X^^o 

(2) ^-^ttMag^^- Kt-^cDNAOlXtf 

ffiiE#2 004-3101921 
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[0 17 8] 

•^um^-^i/^^m [p«V^yX . > . j:.>Hf>f^ni;- (Methods in Enzymol.), 154. 
3 (1987)] . f fc^RNA:a>^mRNA=&PM-r'2.;^-ftt LTti. :t U (dT) H^'ffc-bJVn 
ijyJ^m ■ : r ' yy^y h ' j - • "^^ t;1/ (Molecular Clo 

ning: A Laboratory Manual). Cold Spring Harbor Lab. Press New York, 1989] 
ifhfi^o tfz. ^^^-r^) Y—^mU-is^himk^mm-t^^y trti. Fast Track m 
RNA Isolation Kit (Invitrogenttli) . Quick Prep mRNA Purification Kit (Pharmacia 

[0 17 9] 

cmk<D^^-RXJPcmky-(^y^)-f^mmh\^X\,i^ ti£ i^l^^a.^- - iru^^-y^ 
: T • y^y Y') ~ ' t^:! r;W (Molecular Cloning: A Laboratory Manual), Cold Spr 
ing Harbor Lab. Press New York, 1989 ', iJUy Y ■ -fu Y u — jvX ■ 4 • -tV^^-^ 

— • 7 :tn -x— (Current Protocols in MolecularBiology), Supplement 1-34] ^ l^V^ 

h> -enix-ff. Super Script"^" Plasmid System for cDNA Synthesis and Pla 
smid Cloning (GIBCO BRLttSlt) -^ZAP-cDNA Synthesis Kit (StratagenetiSS) =SrMv>^ 

[0 18 0] 

cDNA9>f :/^';-(^f^s^oi^, ^^4zrv y~-rmm-hmmLfzimA^mmtLx^m 

LfzcDMim.^7^^tt^^ ^-ii, ^cDNA=£rm<?^&ie)^^^jJ'-t?*)tL{^V^75>55r^ ^><^-e^) 
m^^^^t:^^X^ ZAP Express h 7 7^ i/'-X (Strategies) , 5. 58 (1992 

)] ^ pBIuescript II SK(+) • r-yvX • V -^f- ^ (Nucleic Acids Resear 

ch). 17, 9494 (1989)] .. A ZAP II (StratagenettM) . AgtlO. A gtll [r'-f-J^^J^ 

- ' ',r • ^y^7-^f3)V ' Tyn--^(DNA Cloning: A Practical Approa 
ch), I, 49 (1985)] . Lambda BlueMid (ClontechttM) . AExCelK pT7T3 18U (Pharma 
ciattM) . pcD2 [■t U'^JL^- • T> K • • :tn v-(Mol. Cell. Biol.), 

3, 280 (1983)] 25:WC18 [^-^(Gene), 33. 103 (1985)] ^-bm^^^hfL^o 
[0 18 1] 

i^m^^^^ta^X^ho n^^t^ XLl-Blue MRF* h vrv-X (strategies), 5, 81 ( 
1992)] . C600 [^^Ji^^T-'f y (Genetics), 39, 440 (1954)] . Y1088. Y1090 [-^--f 

(Science), 222, 778 (1983)] . NM522 IV ^-^-JV ■ - ^U^jl^- - 
^n>?-(J. Mol. Biol.), 166, 1 (1983)] . K802 ['J^-i-)V- tzT ■ "El^^^y- - 
yNM:tnv-(J. Mol. Biol.). 16. 118 (1966)] RZ/jmOS [^-^'(Gene), 38. 275 (1 
985)] mTim^^hfi^o 
[0 18 2] 

cDNA9-f yyV ~i>^(b(DE&]<D^^n.m&M^=i- Y'i-:hd)lik^ v^-y^M^-t^-yo-}^ 

tbiE#2 004-3101921 
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: T • y^i^'^ h U - • -v::^ J. r;!' (Molecular Cloning: A Laboratory Manual), Cold 
Spring Harbor Lab. Press NewYork. 1989] K X. ^ WR-f ^ ^ ^Lif-^ ^ h ^ tfz^ 7^9 
^v-^SriiML. cDNA^v^(icDNA7-Y-7'7y-=S:ilMt LT. PGR l^^^ 7 - • n 
--:y^ : 7 ' - • -^^iT;!/ (Molecular Cloning: A Uboratory Manual). 

Cold Spring Harbor Lab. Press New York. 1989 ; * W > • yo h a — • >f > • 
VdS^ji7— • ^ny— (Current Protocols in Molecular Biology), Supplement 1-3 

[0 18 31 

±iB:fe-i*iCct ^miR^fifzdmi:, ^m^j^mmmm^j: if-^mmik. pBiuescript sk(-) 

(Stratagenett^) ^<7)f^x^ Kti^ n-::. >:5^L. M'^m^^ hfi^^mmMm-^'}^ 
. Mx.{^^ -9->'#- (Sanger) ^jCOvt'^^ v^^^ [yn^^-y*^ >'i^'>!. - :f7* • -if • 
3-f ;V • T*-r^- • 7* • ^f-T 3^:^ 7>(Proc. Natl. Acad. Sci. .U.S.A.). 74. 5463 (l 
977)] #<^MfD«-^TV\ ^mmm^Wj^mmm. m^a. ABI PRISM377 DNAi^-iJ' 

- (Applied Brosystemstti^) m<D^&mm^^mw:^m\^^x^mi-^ ^ tizx y)mcmA 

[0 18 4] 

-Y^X - :t7' - ^ i^yn>?:*;v • >^ v:^ Y (Sequences of Proteins of Immunologica 
1 Interest). US Dept. Health and Human Services, 1991] ^^Ml^xm'nWcM^^ ^ 

- K-r -SDNAME^iJ ^l^tl- m LfcDNAlE^j tc*o*# , m^mm^<om^-ib^ h^j::h m.^ 

=sr^^L. tfLh^m\^^x?cRm^n^^tizxy)dm^n^^tii)^x^:ho 

(3) f^^^m:&M<7)7 ^ ymmm<Dm^ 

Genbank. Swiss Prott) XB^^m&M(D^T ^ ^ mm^i [v-'^>'vX • ■ fUT 
■i yX • ^tT" • A y n . ^ u::^ V (Sequences of Proteins of Immunologica 

llnterest), US Dept. Health and Human Services, 1991] tit^ir^ :i tlzX ^ ^ fl5l# 

(4) M^s&M^=i- v^^cdM(Dmm 

M^gag^n- F-t-scDNAti, }ikT<Dj:^ KLxmrn-r^^tib^x^^bo t-f. mm 
-r^m^m&M(Dmmz%^x. r^ym-^m^i^mf^^o mfLfz7< ymmm 

, 3 K^Ji-b-v'^r^^ilAtLT. DNAi2^JtC^mi-*o ggJ^LfcDNASSJiJirlfecf^, 100 

g fi<J ODNASB^J ^mm^ ^:iti!)^X^io 
[0185] 

©i#^#W=Sr 3- K1-^cDNA=S:#o||iI-^^ ^ - i^zmX L. B^Sc^ii'g-^aK^^K^iJ' 

^-=sr«^T-§;2,o tfz. m^^m^w.tijLmcmmt-^mmLfzMxd}M^jin&(7):^m 

(5) M^iieK^^^^ iJ'-omil 

^^2c75 (1) iCfB^ot h'fbiri:#l§mffl^i^iJ'-(7)li hJn;'^<75CH*'2)V^(±CL=Sr=r- K 
-r-Safe^t^islEtC, 4:a2<^ (4) ■^«^L;^clll'g-^aK=^3- K-r;g,cDNA=^tfAU. 

^r^^-t^^i-ffiv^^-g-^DNAco^ ■t>> mmzm.m.-t^^mMk(D^'w^\z^mfimmwm 

<DUmWMi:mX-^^Z.hX. :^1^2(D (1) t::fBmoii h^fbt/t^^^ffi^^ ^'-Oli h 

miE#2 004-3101921 



Wm 2003-350 158 



^--J : 37/ 



[0 1 9 1 1 

-J- • Ay-b7tf-(Cancer Immunol. Immunother. ) , 36. 373 (1993)] 

r Immunol. Immunother.), 36, 373 (1993)] o 
[0 19 2] 

(D^M. ^\:.ht^^h fixity), ^xi^mmm^. ^m^yi^n'^^fz\^x\^^h\.-:ryy 
K (Blood), 76, 2421 (1990). >X • > • A y n v- (Trends in Immunol.), 
22, 633 (2001). > --^i^ a • Vif ^-X • • A y n y- (Int. Rev. Im 
munol.), 20, 503 (2001) ]o 
[0193] 

iraia±l'l&^LTV^^Fc7R{±Fc7RIIIa-e^l9. tJ&oT. ^^OADCCfSttfiFc/ Ilia 

*ADCC^S&=£r^^BlJ■r* :Lt-i)^Xh^^ ^Wmcy Ilia IwM-r^M'^tt'lriai^i- 
ELISA-JS [T^^x-r X : T • h U - • -7^jlT;V (Antibodies: A Laboratory 

Manual), Cold Spring Harbor Laboratory. Chapter 14. 1998> ^y^^-■:^;^• 
■r *'7*'(' X : y U >'~>y;i/X • T > K • 7^9 iJ' x -f X (Monoclonal Antibodies: Princi 
pies and Practice), Academic Press Limited, 1996] Km.^<D:}j^xm^-t ^ ^ t-O^X 

S ^ o 

[0 19 4] 

Mci^mz-kt. ELISA:^V- h Km^itX^fz^cy IIIa4cJfc#:=^MiS$-^. Fey Illatc^-^ 

x.fzm^^i^m-t^^m'^. YLi^k'^v-v\,zm^'\t\^fzm\zmf-^^^-^^. ^a^^x 
ijimz^^^Lfzmmzmm'itLfzFcymz^Km. mm-r^^ti,zx i^t/L-i^oFcymatr 

Mi-^^^^'^wm-r&^tif)^x^^o 

Fey Illaii. 1 . i) t bjfe^iifiL^ t'y5-?>cDNA^|jC#L. aS^^^S 

^tm^^^x. nmt-r&^tTi^x^^ho 

[0195] 

^mmm x^m ^ >t ui^^ e K^s-i^onit^it . ® # com® a k <7)M«i«^<^^*f 

mmmm<D^m^m^^x^ ^^^t^^x^^o 
( 1 ) tf&n • T ^ ymB.m^m 
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[0 19 6] 

PAEC-PAD (high performance an ion-exchange chromatography-pulsed amperometric det 
ection) ^ • • U^y K • ^^-^ Y^'y'P (J.Liq.Chromatogr.) . 

6, 1577 (1983)] i o T«IM^^^-t^^e-e* ^ o 

t . 2- T 5 y u y > J; ;s> ikitmrnt'^'^ ^ muit ^ ^wi- ^ >^ ^ ii''-^ # ^ o 

fi^jicfi, <Zr^<^:^^ [ri^'J • 7V K • /^>f :tn v*;v • -Jr^;^ h U -(Agr 

ic.Biol.Chem.). 55(1) . 283-284 (1991)] lc!J&o-cmin7K^S|L7tf^»=Sr2-T 5 y tf U 

V ;u'fkT'm^ 7 ^ L , hplc^W L r m^ifc * # m-f * ci i: tJ^-t? § ^ o 

(2) 

(Anal. Biochem.) , 171, 73 (1988) > ^J^'fb^^!^^23-M^fiSC«i^#^ 

ft (^^ffilS-tr^iS^-) (1989^) ] iCi 19^^ ii:7&-^tr^;i.o 2^7cMiI-7 

6=^. Y$liic{iiiiiai^n-r h ^^7 7^ -II J:^|liK<^^^*NFr^t/i{±^miie^> -etL-r 
[0 19 7] 

yeuv^ (iy.T. PAtH&ie-r;^,) ^cJ;-g,«lig<^)m3fe«lii • • /-r^^^-jr 

$;^hU- (J. Biochem.) , 95. 197 (1984)] =^•^fo/im^ r^V^dSiC J: Ip )»ift«riifij 
oPA<kitli^i'i::S-^L, j^*B^^ n-7 h 7 -f - =^^f ^ o >:fcv^-C, iS-15tL/i«I^O#li° 

±t'-/n7 h L. K (TaKaRattm) . lilM [T-?- V x -f :^; ;V • ^'^M ^<5r ^ 

XhV - (Anal. Biochem.) , 171. 73 (1988)] i: <7)>^ ^i^ y b ^Jfct^J: «9 Mil«3t=Sr^t^ 

[0.1 9 8] 

$ e> ti#|IM<^MALDI-TOF-MS^ if coKi^^^^f v ^v*ti J: 0 li^^ 

^^;6-^«^$tLTV>^o Fc®j^i;^^t-S^N-iJ'*U 3 K^-^^ 

^O#J^*^100%t?2b «9 ^ li5v>ADCCSt4«-^i-#m^r^LTV*:g,o CO J: o ^M-^SfiSa 
±12 4 . H|B«<7)li[^MeK^i=-<^)3®«a«5t<^:9-*fv*^fflv^<l, i t J: 0 

[0 19 91 

- ryy-^ ^^T^ X : 7*'; ^^~>:/;vX • 7 > K • T7"U a vXdil 

onoclonal Antibodies: Principles and Applications) , Wiley-Liss, Inc., (1995); W 
«^MJ5e-&, ^3iiS, (1987) ; 5fciT«S. ^l^iklii (1985) ] m 

l-|BIK<?5'?^;^ ^ V^-fe^ RIA (Radioimmunoassay) > VIA (Viroimmunoassay) > EIA (En 
zymo immunoassay) ^ FIA (Fluoroimmunoassay) ^ MIA (Metalloimmunoassay) 5& if<'55&5SS 

[0 2 0 0] 

M-^^e ?:«^-r ^ m-^se K:9-?-<^3»M«3t ^u^i^y^mmL. 
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^i$-^=f-(Ommmi&^MKm^^hfl&Ui^-^>'tLXit. m^i^. WGA (T. vulgaris 
ft5fc(7)wheat-germ agglutinin) ^ ConA (C. ensiformisfi^Oconcanavalin A)> RIC (R. 
communisS5^<D#*). L-PHA (P. vulgarisS5^<^leukoagglutinin) > LCA (L. culinaris 
fiJfeWlentil agglutinin). PSA (P. sativumffiJftWPea lectin). AAL (Aleuria auranti 
a Lectin). ACL (Amaranthus caudatus Lectin). BPL (Bauhinia purpurea Lectin). DSL 
(Datura stramonium Lectin). DBA (Dolichos biflorus Agglutinin). EBL (Elderberry 
Balk Lectin), ECL (Erythrina cristagalli Lectin). EEL (Euonymus europaeus Lecti 
n). GNL (Galanthus nivalis Lectin). GSL (Griffonia simplicifolia Lectin). HPA (H 
elix pomatia Agglutinin). HHL (Hippeastrum Hybrid Lectin). Jacalin. LTL (Lotus t 
etragonolobus Lectin). LEL (Lycopersicon esculentum Lectin). MAL (Maackia amuren 
sis Lectin). MPL (Madura pomifera Lectin). NPL (Narcissus pseudonarcissus Lecti 
n). PNA (Peanut Agglutinin). E-PHA (Phaseolus vulgaris Erythroagglutinin). PTL ( 
Psophocarpus tetragonolobus Lectin). RCA (Ricinus communis Agglutinin). STL (Sol 
anum tuberosum Lectin). SJA (Sophora japonica Agglutinin). SBA (Soybean Agglutin 
in). UEA (Ulex europaeus Agglutinin). WL (Vicia villosa Lectin). HIIFA (Wisteria 
floribunda Agglutinin):d^*bl''f ^ tL^o 
10 2 0 1] 

Tti. V^^^'LCA (Lens Culinar isfi 5^ <^ Lentil Agglutinin) 

V^f-^PSA (Pisum sativumS5^<7?Pea Lectin) . V^v^ l/^-f->'VFA (Vicia fabafi 
5^<7) Agglutinin) . n^-Y7 >'^'>rV^f->AAL (Aleuria aurantiaS^OLect in) 

^^^mom^m: & wm.^m a n v^Aoccmtt ^mir^o ^ v >ADcc^&tt ^^ir^ a m 

10 2 0 2] 

mm^m<Dmm^mmi^^^^j:^^i}^^ < it^mmt<D^mmmi)^^t>^x\^^:h^^ [^?- 

(Science), 280. 1197, 1998]. :^mM<om^m&n^^^^mX(D X y)^^^^ 

^ o 

[0 2 0 3] 

#F«3R/S{i. ^^mmKx^>(r^^-^^'?-<^mmi^x^mM^fi^fzi^^ i^v>adcc?§ 
"ti^^^Bt L-cii. mmm^^tm. ^m^bm. m^^. 

[0 2 0 4] 
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mm-f ^ mi^o^m ^ * o 

[0 2 0 5] 

JB^^Mm^m'Sr^lt-t^^'f^i: LTfi. t/LGD2gL#: (Anticancer Res. , 13. 331-336. 1 
993) ^ trCGDSirb^ (Cancer Immunol. Immunother. . 36. 260-266. 1993) ^ ^GM2iji^ (Can 
cerRes.. 54. 1511-1516, 1994). trLHER2feL# (Proc. Natl. Acad. Sci. USA, 89, 4285 
-4289, 1992) > 1^0)52^^ (Nature. 332, 323-327, 1988) > mUfiG^^i^ (British J. Ca 
ncer, 83. 493-497, 2000) > ^HM1.24^#: (Molecular Immunol., 36. 387-395, 1999) > 
M¥^)ift*>'^^>M^^e (PTHrP) irL#: (Cancer. 88, 2909-2911, 2000). tltFGF8gt 
(Proc. Natl. Acad. Sci. USA, 86. 9911-9915. 1989) ^^m^mmwmmmmm^ 
Hii^. ^FGF8^WJ/u# (J. Biol. Chem. . 265, 16455-16463, 1990) > irLU^^m^W 
m^mM®=f-^^i^^> y:^'} >mmmm=S^^i$^ (J. Neurosci. Res.. 40. 647-6 
59. 1995). y:^Vymimm=f-^^'i^ifhi^ (J. Neurosci. Res., 40, 647-659, 199 
5). *fLPMSAtiL# (J. Urology, 160. 2396-2401, 1998). in.Skmn&mmmMm'f'n.^ (C 
ancerRes.. 57, 4593-4599. 1997) tfzliifhM.m]^&mmmMmi-^^i^^i^ (Oncogen 
e. 19, 2138-2146, 2000) ^IfHi^^lifhfl^o 
[0 2 0 6] 

6^# (Immunol. Rev.. 127. 5-24, 1992). ^ ~u y( ^ye>^^^^^ (Molecular 
Immunol.. 31, 371-381, 1994). ^-f > ^ - n ^ >5trL# (Immunol. Rev.. 127, 5-24 
, 1992). ^ys^m-i^^i^. >'^'- n^" dp >4^# (Cytokine. 3. 56 

2-567, 1991). >^-u^ ^y^^mi^^i^ (J. Immunol. Meth. . 217, 41-50, 1998 
). W.mmm^m^1^^ (Hybridoma, 13. 183-190. 1994). ^.M^m^mi^^^i^^i^ ( 
Molecular Pharmacol.. 58. 237-245, 2000). trLCCR4*L#: (Nature. 400. 776-780. 1999 
). ^^*3&-f>fit# (J. Immunol. Meth.. 174. 249-257, 1994) * ^JiJrL^-=e* 
##tfL#^ (J. Exp. Med.. 186. 1373-1381, 1997) * if^*2felf ^ ttSo 
[0 2 0 7] 

mn^MBJ'm^ir^mW.^mm-t^^i^'tl^Xli. inlGpIIb/IIIa^'^ (J. Immunol. 
. 152, 2968-2976, 1994). ^JfiL/>^fi5|5ii5BH^^# (Science. 253. 1129-1132. 1991 
). ^JfiL/MEfi*iimS^^##tn:#: (J. Biol. Chem., 272, 17400-17404, 1997) tfz 
lttjL5!D.mMm^l^^i^ (Circulation, 101. 1158-1164. 2000) ^j: t^i)^^ifhfi^ o 

Se^^^,fJ-BI«1-'5.M=^ig:itt-^JnI#^t LTfi. ^gfiDNAtnl'f*: (Immunol. Lett 
ers, 72, 61-68, 2000) ^J: }fi)^$)\fhfL^o 

)v:p^^;h\f^iimmmPkKmiS.i-^^U^Mm't^^^tLxit. tn:gpl20tn:# (Str 

ucture, 8, 385-395, 2000). ^CD4trL#: (J. Rheumatology, 25, 2065-2076, 1998). ^C 
CRSiiL^^ /i{±^^a»#St#: (J. Clin. Microbiol., 37, 396-399, 1999) :&if*^*tf 

[0 2 0 8] 

±tB*L#t±. ATCC (The American Type Culture Collection). m^t^^WxMBm^ 
D SYSTEMStfc. PharMingenth. n^^/NM^tt. y i- :3 'yW^^^tm'DM^mU.mmm'^n 

[0 2 0 9] 

miii.<om^S&M<OMi^mt LXH, sINFRIIt^^FCgli^tOM'^geKT'^^etanerc 
ept (USP5605690) . ^U^mm±K^m.\^X\^^Zi:Fk-3t¥c'm^t(Dm^mJ^MX;^^ 
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alefacept(USP5914111), Cytotoxic T Lymphocyte-associated antigen-4 (CTLA-4) 
mcmiiLt(D^^M&n a. Exp. Med., 181,1869(1995)) . 4 > y( ^>-i5tW. 
mcMittO^^M^M (J. Immunol., 160. 5742(1998)). y r i^ -Yllt^^FcmM 
t(Dm^S^M{Proc. Natl. Acad. Sci. USA, 98, 12180(2001)). 4 >-^~u4 ^yiO 
t^^Fc^i^fc^M^SeSC (J. Immunol., 154, 5590(1995)) . -f>^-n-f^>2t 
l^mcmMiKD^^MJ^M (J. Immunol., 146, 915(1991)) . mOtirCmcmmiKDm 
^M&V. (Surgery. 132, 149(2002)) . Flt-3(fms-like tyrosine kinase) i:fei:#:Fc^ 
mt(D§t^m&M (Acta. Haemato. , 95, 218(1996)) is J; OT40 ^ iiL#Fc^it t Oii-g- 
gSK (J. Leu. Biol., 72, 522(2002)) ^ t'llj^^if hfl^ o itL^ OjtjllC ^) . ^g-iffit h 
CD^g^^ [CD2. CD30 (TNFRSF8) > CD95 (Fas) . CD106(VCAM-l). CD137]-^^«:9-^[ALCAM( 
Activated leukocyte cell adhesion molecule). Cadherins. ICAM (Intercellular adhe 
sion molecule) -1. ICAM-2. ICAM-3]> ^-^ h * -f >'SW#(mT. ^^"i^^Rt^mi- ^ 
) (IL-4R. IL-5R. IL-6R. IL-9R. IL-IOR. IL-12R. IL-13R«1. IL-13Ra2. IL-15R. IL- 
21R) . «BJ3fe5BM*'>^^"^;V^^[B7-Hl. DR6(Death receptor 6). PD-l(Pro 

grammed death-l). TRAIL Rl. ]. [B7-l> B7-2> B7-H2> ICOS (Inducible cost 

imulator)]. ii^H^ (ErbB2. ErbB3. ErbB4. HGFR) h^\^^\t^i\MM^=F (B7-H3) . 
SMkHi^ (NKG2D) . (gpl30) i5 J: y*miS'^SaK<^^^#^ U 

K h ^#Fc^« t (om^m 6 « {± # mm^ $ t^-c „ 

[0 2 10] 
[0 2 11] 

uu^^-K^m-^j^mmtLxit^ ^l^pj. v-n«yy^K mn. m^j. ^mM 

[0 2 12] 
[0213] 

Jnx. ^ «^ t J: o Ti^^v^lt^^j ^^IliJi-;?, ^ t ^ T' ^ o 
mn \±iJi)^m. 5*c*< blgjro ^ * y oS-ft: =i:ffiv»-cp|$a$*L^o 
[0 2 14] 
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[0 2 15] 
[0 2 161 

— (Cancer Immunology Immunotherapy), 36. 373 (1993) ; ^•v>'■^^— • V^f — f- (Cane 

er Research), 54, 1511 (1994)] mtm.<D^mK'ilt-oXn ^ ^ tifiX^ Z> o 

\mmmu 

[0 2 17] 

<>-Vi.±cOal,6--7 3v';vh7^;^7j:7--b* (mT. FUT8 ^^"f- ^ ) M^tM^^^^ 
fillt:^ L /iCHO/DG44|IHJ3^ cojt^ 
WYmntLm=K=f-<^mmWi^^ K> =Sr-i-tryy A^^=^^^$^^/cCH0/D(}44,^J5a;fe=SrJiJL 

1. ^-^4 =-~XjsJ^:^^'-Y\m^^=^(D:i-iryy2^^t^^-'r7^-( :x ^^iJ' ^ -pKOFUT 
8Neo<^1t^ 

W002/31140(^|lifeMl3cOi:^tC|Bm<^:;^^-e«||$tL/>:f--r-f --X/NAy?> iJ' -FUTSit 
fe^<?) J^* y >2«r'^tf ^ - r X >f >' ^^^^ ^ -pK0FUT8Puroi3 J: WOSelectNeo (Lexico 
ntt^) =lrfflv^T. JJjLT<^ J: ^ \Z. LTpKOFUTSNeoSrW^ L/Co 
[0 2 18] 

pKOSelectNeo (LexiconttM) 5rMPlS*AscI (New England Biolabs^±m)T'ri<bf^. T 
:«rn-;^<^;l/m^;b1cl!jt3'0tu^ GENEaEAN Spin Kit (BI0101?±SS{) ^m^^^X ^^-^ ^ l/> 
mn.M'Kl-^^^-y h ^#tf*^1.6KbOAscI»f>^-=S-|iIiRL7to 

^t-. pKOFUTSPuro M PI^^AscI (New England BioIabs^±M)-eM<bm^ :^MC15» 
S^Alkaline Phosphatase (^MatttM)t'J: i9 . DNAif>ltO«<^mi; ^m^b^-^/to 

mx^fzo 

[0 2 19] 

_tie-C#/SpK0SelectNeoft5ftcOAscIif>i- (ltll.6Kb)0. 1// gtpKOFUTSPuro&J^cOAscIBf 
n (*«Jl0.1Kb) O.lfzs^Z.WMi^'^nLX^nLiiV^ Ligation High (K#i^tti^) 5/iL^ 
tnx.Tl6"C-C30^ra^lS^-^*c:i:lcj; mMS:jDS:fi^o/co ^S:JSIS*fflv>r 

Ln BigDye Terminator Cycle Sequencing Ready Reaction Kit v2.0 (Applied Biosyste 
ms?±M) ^m^^xmiifOUm^li^'^^X^B^k. |WIttODNAv-^>-ifABI prism 377t^J; 
^Mmmm^^M^VtZo :i<DX^\ZLxmiizmL±pKOF[ymeo^^fZo pKOFUrSNeofiCH 
0|fflJ!&c7)FUT8itfS^^ y^T^h MMWiri^m-t^ fztb<D^-yT^ > 

2. ¥J A±<^FUT8a<s^^O 1 3 tf- -SrHlt^^LTt^ ^ / iJ' T hM^tOf^i^ 
(1) 9-Y7-^^yir^i7 9 -pKOFUT8Neo^A*^Ol5l# 

^j\^\^xiw^mjmm^*^=i' (Mi) '^^^\^fz^TA=--xj^h.7.9-%^^^%zm/ 

DG44*fflJI& [Somatic Cell and Moleculer Genetics, 12, 555, 1986] tc, Hife^MlOli^t? 
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mmLt:^-r^--X^^A7.^ -FUTS^y J^mM^-VT ^>^^^^ -pKOFUTSNeo^ Jil. 
[0 2 2 01 

pKOFUTSNeo^MPW^Sall (New England Biolabs%tii)T-M'fkLT^ibt>fbt. mmtL 
tzAft g(^pK0FUT8Neo 1 . 6 X 10^ CH0/DG44a J3fe^ ^i^hn5jfv-~>3>5g[-ij-^ ^■7=- 
i^yuy- (Cy tot echno logy) , 3. 133 (1990)3 i «9SAL/cm> IMDM-dFBS (10)-HT( 

1) [^;WFBS(^ y\£Yu y^tmd =S:10%. HT supplement(^ >\£yui;^ y^tU) ^1 

f&iftS-e'^tpiMDM^Afe(^ y\£ Yuv^ y^wdi \,zmmL. mmmm^mmiQcmT' y 

(Falcon1±M) ^WLfCo 5%C02 >^ ^ -|*i-e37°C. 24B#TO«f^, G418 {i- 

iiy^ TJ^^n^) i:600/u g/mLOgl^K-e-g-tf IMDM-dFBS (10) [S^FBS=£rlO%T-^tf IMDM 
10iiiLtC:^«^L7to -O:^«mf^m=^3~4BftlC||l9JlL^;&*e>5%C02'f V-^ 

(2) <5^yAPCRiwJ:^;ffl|Wja«^^<;0lrWf 

(1) T'^# L 7t:G418»tti5^ u-y Offl l^^mx. <^^©f =^ . r y ADNA=^ffl /.rPCRtc 

10 2 2 1] 

96;?t-/^- h±OG4l8»14i^n-:^tc^:vj-L-C h V "/v >'MS=^^to /c^. 2^#S<7)<t 
[2056 DMSO. 40% vl&^BJliL^t, 40% IMDM] :^)l^\,zmi}U. MmLfZo :^ 

}'±<D^f7^ i^ym'^^U-ya^ G418^^600;ug/inL<7)j^;gT-^tfIMD 

M-dFBS(io)-c5%co2'f >^i^-i5'-[*iT'37t:. iMm^mLtzn. mm^muL. muL 

fzmm^h^^O:^^ [T-^U-r-f • h U- (Analytical Biochemistr 
y), 201. 331 (1992)] K^^X^ir u~y<DVy J^mk^mUL: ^-^30/zL<^TE-RNase 
^lr?^(pH8.0) [lOmmol/L Tris-HCK Immol/L EDTA^ 200//g/mL RNase A] IC— H^^^^L 

[0 2 2 2] 

ryA?Cmm\^^:h-^^4-r~i±}iXT<DJ:dl,zmfLfzo t-r. W003/31140OIIMM12 

i^nm<DyjmKXi)mnLfzFm8yy M.mmmm (@2^ij#-^i3) (D^pt^h. @b^j#-^46 

tfzlimm-^47X^ii-efim^ti^':^9 4-7-^y t'7-Y^-:r^^-7~tl,tzo tfz. 

^J#-t49) «rV^N'-;^-7'7-rv--t L. \>Xr<D^') ;^'7-^mmKl!& (PGR) KM^'^fZo 
±n^xmU\^tzyj ^mmU^^Al{)fjL'L^t^25fjiL(DKmWimk^°') ^ v--b*ExTaq(^ 
M3tttM)s ExTaq buffer (^SitttM). O.2mmol/L dNTPs. 0.5;/molA ±Ifi^7-f -7- 
(7*7- Ky^^'v-t >;/N'->(.7°9^'v-=^a^^*5^iTiftffli->i,) ]=^pi^L. 94 

■c-es^^cTjjp^*?)^, 94t:-ei^ffi. eo'C-ei^M. i2X:'^2»m-h^^U.B^i^-( 

}Vt Vtz^i^XPCR^n^tZo 
[0 2 2 3] 

PCRf^. (w/v) 7:**n-;^<J^;i/^^^gJ,tC'ftL. m\sim.nk.iZX -oX 

^ D *{jl. 7Kb<^)J|^^e<iiii|(iMJ^«i6 ^ tL^|S^«- Utti^ U'-yt L fzo 

(3) ^'^T'^'y^ruy hizi:^^mm.^^<Dmm 
^m{2)xmn^fifzm'fk^ti~y<DmmmM^<Dm^^. ryAmk^m^^ti'^'^yzr 

UyhiZX'O. &.T<DX')l>Z^^tZo 
[0 2 2 4] 

^m2)xm^^^Lfz-7:^^^^u^ h<Do-^o. ^m(2)xM.m^tifzmn^ti'-y^ 

^tf96:;^-fu~v^mnL. 5%co2^ >'^^^-i5'-i*iT-37'c^ lo^m^mLfz^k^ 

SatTto G418«r600/zg/mL<^it^-C-^tfIMDM-dFBS(10)^ffiV>T5%C02-f ^'^i^-^'- 

i*iT'37"c. liim^^t^^, mmmmm^m:^-:^iy'- h {ir'^-a—^m) ^mmx^tz 

o ^7'^-h?r5«C02'r>^i'^-^-|*|-e37"CicT^^L> »^|iIJRt7to EiRL^c: 
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mmi. ^^^<0-:^m l^^V^ . y-y^y Y • y -9— 5^ (Nucleic Acids Research), 3 
2303, (1976)] \^'^^X^^XJ-y(r>^jh,mk^W^\^^ #^150/.L OTE-RNasej^ffi 
?^(pH8.0) t--Bjfe^^L;to . 
[0 2 2 51 

±i2T'fimL/cry ADNA 12;/g=S:0IJPM*BamHI(New England Biolabsttig) t?M<b 
^^^-;^itl^&S^ffiV^TDNAI^If>^■«rIiIi|XL^cm^ 20;.L<^TE^^«?K (pH8. 0) [lOmmol 
A Tris-HCK Immol/L EDTA] t'^ft?L. 0.6%(w/v) T?!rn->!.<>*;H|^^g|,tc#L/Co 

^^auy7,(?roc. Natl. Acad. Sci. USA), 76, 3683, (1979)] ICM^T. :h>rn:/K-v 

2,mAimmLfzo te¥*?-T^> :^^^>'M^c^^L80'C■C2^^coil^gl.l|^^fv^ 

"ft L o 

[0 2 2 6] 

•9-if:^yn';/ ^^->«v^^7"^-r^Jy.TOJ:^ I'H^LTto W003/31140<^^ife^J 

i2iznm(D:^mizxioMnvfzFmyyAmm<Dmn (@e^j»-^i3) o^'jj-p,, 

50isJ:Zfmm-^51-V^ti^fi^.^fi^-f^^'7'-^imL. }>AT<D?mzm^^fzo W002/ 
31140<^*i&^R|12tC|e«(^pFUT8fgE2-2 4. Ong'^ ^ > V- ^ t LT^tf20;i LO^CSfgCDN 
A.-K'Jp«7-^fExTaq(S?S3tttM). ExTaq buffer (SM^ttM) . 0. 2imnol/L dNTPs. 0.5;« 
mol/L ±B27'7^-7-]^S:^$iIL> 94'C-ei:9-^<^in^om, 94t:-e30#^. 55VT^30^m 
^ 74'C-ei^ra*^P,^:^H:fc:»«rl^f'f Lfs:25-9-'f i5^;i'0^#t?PCR«-ff -o/^^ 

[0 2 2 71 

PCRf^, mKJBmt:!. 75% (w/v) T r;i-m^Mir#fc GENECLEAN Spin Kit ( 

Bioiomii) ^m\^^xm230hp<D^xj - y'dmm)^im'\iLfzo n^titz-ru-ydnAmm 

*,5// LSr . [a -32p] dCTP 1. 75MBai3 J: V Megaprime DNA Label 1 ing system, dCTP 
(Amersham Pharmacia BiotechttM) ^fflV^Tifclt^^I^ Lt^o 

^N-f y; -fe*- V 3 ^{imTo j; a t'=fTo/>:o s-r. ±m<Dyy -i^mm^tmibmw^ 

^tltzi-^ uym'S:U-^-:^ Y)l,^^XL. 15mL<^^N'l' ru ^'T -fe*- v a >fg [5XSSP 
E. SOXDenhaldf sfl£. 0.5X(w/v) SDS, 100;«g/mL ■^^m^mk] ^ JD£T65'CT'3Bt^<?5 

^AL. 65t:■e-B^/^^ ^-f -{£-'> 3 ^^^To/cTo 
[0 2 2 8] 

/N^ 4f-'> 3 n >^^50mL<D-':^mmm. [2XSSC-0. l%(w/v) SDS 

ti>m^:50mL(D^^mW»rm [0. 2XSSC-0. l%(w/v) SDS] tC««L. 65'C-^15^^JpjaL 

02tr{±. 0^-e*<S>CHO/DG44«, i5XV':^m (2) L/c^tti^ ^-C^b-SS 

0-10-104^_CDryADNA^2|s:fetlJ:J9^S;W^L/ij^«=S-^L/Co CH0/DG44m-C{±, W^MF 
mBM^MU'f-m^(Om25. 5m><Dm}^(7)^:^^m $ ^^^Co I^l^^ n - >'50-10-104» 

•r-{±. S^^MFUT8*^^itfei=-S5^«o|4j25.5KboifM-tcinx.. *Blwiamx. ^ tL/c^3:itfS^ 

tC#^fi<j^*fj20.0KbO8ffM-:^-^^m^tL7t„ M»f>^OgJtt±l : lt?^^^c^:t5j»>f>. 50-10- 
104*^{i. msn^»i^=f■(D^■^^l=l\:^--^(,s^^^flf::y^^yy^,y^Y^u^yx^^:z 

t-^mm-^fifzo 

3. A±(?)FUT8alf5^S- VXJVy y^^^r^V LfzCnO/dGUmm<7)f^M 
(1) ^J' - > ^ 9 -pK0FUT8Puro« A^60#m 

^■^jmt^ fzt>\z^ m^2n\u^(nmMm\z<o\mzwsL<o'f-^^ =.-x^^j>,y^9 -puts 

alfei^ i5'V>'2i5^-^7-'r:^i}^^^;J'^T'*^ pKOFUTSPuro «:mT(^J:^fCL XMX L }t 

o 

[0 2 2 9] 

pKOFUTSPuro ^MPS^^Sal I (New England Biolabs^t$i)-CM<tLTmJbt<kL. ^^^t'fb 
L7t4;igOpKOFUT8PuroS:1.6X10« -fSOFUTSit^^-^:? y fr^T-^ h D- iX^^jr^v^ h 

miEilf 2 004-3101921 
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o^U-i^aym[-^^ hT'^yxnp^ (Cytotechnology) , 3, 133 (1990)1 {C J: ^) ^ X 

m] r^^n S''^5^'^ ^'^^"^^ ^mm^mmmioc'r-;^.: (FlonM)^i 
mLfzo 5/00024 >^^^~^~^^37x:^ 2mm^mik. tr^-nv^v> (sicMtt 

iLli/.^'l'l^?^^^^^*^**-'^^^ (lO)-HT(l) 10mLlC:^%^^L7-o 

(2) ^^^^>yuy vi,zj:^mmm.m^(Dmm 

[0 2 3 01 

p ^^0:5rS [Gene Targeting, Oxford University 

Press. (1993)] t^^oT®««^ipjg^^^ |. {nT^J^^v%±m -^Sl J 

m T^^'^^l (SKMttS^) =£-15;.g/niL02SS-e^tpIMDM-dFBS (lO)-HT(l) «:fflv.T5% 
C02^ ^^^^-i5^-F^T37t:, liSK^«Lyt:o 

ntSn^4 '''^ ' ^""^^ ^ ' '>'^-^ (Nucleic Acids Research). 3. 2303. 

[0 2 3 1] 

JiJjMi^L^^ryADNA 12;.g^MPl^*BamHI(New England BiolabsM) -eM-fb 
n f^f;r'^5f^^2''^-^I>NA»fit^liIilXL/.m. 20^LOTEM«(pH8.0) (z^^L 

a1 ' 76 368^ ■ m7(r)f r^;''? ^17 • ^2 ' "^^^^^ N^^^- A'^^d. Sci. US 

/mtcML80t:-e2B#Pi6DM31*^TV^. HJg-fbL^to 
[0 2 3 2] 

M^12tlBem<^yv^5 KpFUT8fgE2-2 4.0ng^T->y^- h t VX-^timuit^^^^ 

""'I'ln^.t^^r^^f?'^''^^ ^^^^^ buffer(^Sitt±y;^0 2to?i'^^^^^^^^^ 
7^^i?l^''/.TJi2?^^ 94t:-Cl^WOM<^f^. 94t:T'30#r^. 55rT'30# 

[ 0 2 Fsl ''^ ^''^^^'^'^ ^ '''^^^^^^^^ 

BlS^J^^^m^f^^^o^^^^^^ GENECLEAN Spin Kit ( 

Bioioi^i^) ^^xmmh^<o y n - ^mmyr ^nm i.fz. nhi^.fz^u~ ^dna^^ 

d t: Xl '^^'^ 1.75MBq^' it/ Megaprime DNA Labelling system. dCHP 

(Amersham Pharmacia Biotechtti^) V^Tgcim« L/^o 

^fLTL-^-f n^jl>Srn-7-:^?h;^-va-AL. 15mL^7)/^^ ^ y ^f^c, 3 [SXSSP 
E^ SOXDenhaldt' sg. 0.5%(w/v) SDS. 100;. g/mL -y-^W^DNA] ^M^X&^X^XZW^ 

[0 2 3 4] 

1 rii'I^'^/J;™i\"^'^°''^'^5<^^ [2XSSC-0.1%(w/v) SDS 
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^>m:50nL2~^m^m [o.2xssc-o.i%(w/v) SDS] izmmu 65X:-^15^rmUL 
|^#Mfi5=&^2o.oKboBfM- mr^iz^w-c^i-) (D^amm^fitzo ^KD^m^^mioA 

(1) Cre'J 3>lf:^--lf^^^i5'iJ'^(7)^A 

iml^All'l'^^^^^^^^ ^^^^^ 

[0 2 3 5] 

-V3 ny^ (Cytotechnology) , 3. 133 (1990)] H J: ^Af^ IMD 

^»«^«ffllOcm (FalconttM) 7*fc-^M«^, 5%C02 ^ V^i-^J- >5r -1*1 

■^mi)-CMnLfzau:=.~<7)^i^^ tt^0^n->=^^^<^^^ [Gene Targeting. 0 
^ord University Press. (1993)] ic^^o T««mM¥^y V- h (MT^y^yMt 
M) ^ML. IMDM-dFBS(10)-HT(l)=^^V^T:5%C02^ :^^jL^-^-|*l-r'37'C, liiW:^ 

[0 2 3 6] 

% [20% DMSO. 40% -i^ ^>|&iBifiL». 40% IMDM] ^#«>..;WC«. Jlkt^to 

l? ^*^^"^-^"^"^^ G418$-600;.g/mL. t'^-n-^^ >'>:^i5«g/mLO 
#ST-^tfIMDM-dFBS (lO)-HT(l) =^^V^T5%C02 -(> ^ ^ ~p^x-37V —Mm^m 

L^o CreU ^ > If ^f<^^^tc J; l? loxPiS^J tL^c^^J»^«<5^i.-|^^^ tLT^c 
^fi^rir^*^ G418i3J:c;^t?^-nv>r'>>#^Tt?5BaSf-2>o ^l^iSt; J: ») l^tti^ n - 

(3) r^A^^^yyuy hKx;bmmm^MU^m^(Dmm 

[0 2 3 7] 

o iiDM-dFBs m-HTd) ^m^-xmm^mLtz^. hUT'^^^^ats^fi^v^ mmmmm' 
w-me/x:fu-y i^94±-nm --mmLX5%co2-(y^^-<-^-[^x-37vxmmv 
. mmLfzmm^muLfzo mi^vtzmm^ ^^^(D^jm i^i^i^^y^ ■ ri^y k- y 

^If ^^'^^^'^ ^' 2303. (1976)] tC^oT;&i^n->o^yADNA«r 

^«L. #>^150A.LOTE-RNasej^«T8[(pH8.0) \Z-m,mm\^fZo 
[0 2 3 81 

±ieT'li$aL7t<>'yADNA 12;.g=S:tliPTO«NheI(New England Biolabstti^) T^Mfb L 

; i^f ^r'^^^^^^^'™^®^^'^'^^^^-^^^ 20/.L OTEi^M(pH8.0)tC»L. 
0.6%(w/v) riJU-xy)V%%mi},zm\^fZo mi^. ^^O^i* [rni.-r^^>ir.;^ 
•>9---^V3^;V.r;«,7'^-.^y.^^^^.^;;^(Pj.^^ Natl. Acad. Sci. USA) 
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. 76. 3683. (1979)] I,Z%-dX. i-'i u>m^r>' ^dM^m^l^fzo mW-^T^k. 
[0 2 3 9] 

(@S?iJ#-i-52*5 J: r;^@B?iJ#-^53) =S-fflv^T. J2ilT<^PCR^=ff o/co W002/31140O^»J12 
t::|Bm<7)pFUT8fgE2-2 4. Ong^ > t'V- h h LT-g-tf20//L<^^jS?S[[DNAjJ^U 
Taq(S:Si^tt®i)^ ExTaq buff er(S:ffiig^tm)> 0.2mmolA dNTPs. 0.5;.molA ±|B:/v 
'fv-l^Srp^L^ 94lC-ri:S'FBl(DMO^. 94t:t?30#F^. 55'C-e30#F^^ 74t:t?l^FBl 

[0 2 4 0] 

PCRf^^ MKJS?i^S:1.75%(w/v) T :«rn r;vm^^i!)t3'0^ GENECLEAN Spin Kit ( 
BlOlom^) ^fflv^T. ^230bpO7°n--7'DNAif>t^«ML7to #^:fx/cyn-:7'DNA-^ 
li^O^ t)5/<L=lr. [a-32p] ^CTP 1.75MBqi3 Megaprime DNA Labelling system. dCT 
P (Amersham Pharmacia Biotechtt$a) ^ffiV^rSfclt^^ifeLfCo 

$tL7t-:h-r n yjgiSrn-^-.iC b;v--.^XL. ^n-^' ^ U iJ^-T -tf- v a [5XSSPE. 50 
XDenhaldt' sf£> 0.5%(w/v) SDS^ 100;«g/mL •9-'5r|»^DNA] 15iiiLS- Jnx.T65t:t?3^F^ 
07'V^>-f -^^U iJ^-f 3 ^2p«I^L/i-/n-yDNASrl^ig14L-CjKh;i/^SAL 

10 2 4 1] 

^-f-H-->3 >':^. n>M=^50mLO-^?$fe^?^ [2XSSC-0. 1%(W/V) SDS 
] t^SltL. 65t:-??15^l^t)nz&Lr?5fe^L/co JtfB<^?5fe^»f^=^2la]^l5^IL:^^m^ 
n >]K=Sr50mLO-^?5fei#-?1^ [0. 2XSSC-0. 1X(W/V) SDS] t'^itL. 65t:-ei5^KlinzaL 

III4_tCi±, ^^t'2b*CH0/DG44*B!a. :*:*ifeMO2:^me««050-10-104;^. *^i&^<D 
3:^ |B|gOWK704*^. J: tm704»;d- ^ (2) iB«<^:^S j: 15t# L ^c^^JS^rtt 
i^n-><^lo-e^;&4-5-C3*S^<^ry ADNA*-. J; t) j^^U/i^*=S-^ L^o CHO/DG 

Urnrn^ {±s ^^MFUT8M3:jtf5i=- ft |tj8. 0Kb<7)DNAif>T- <D^ifi^m ? tL/^ o ^ 7t 
. 50-10-104^^M704|*-e(i. >fB|WI«x./J)^® i o fc^T^itfS^^zfi^fc-r ^^9. SKbODNA 

t-^^i^ym^^iR^f- (m.6Kb) :fei:iy^e^-nv^->>iH-t4it<S^ (j^l.SKb) 
$tL-C*C'?.^8.0Kb<^DNAifJt<O<J?»>>6«^ffi$tL/;o i <^lt:^^- 'b4-5-C3^{±> CreV=i> 

[0 2 4 21 

mmm 2 1 

[0 2 4 3] 

wt8mu=f-^-^}i^y y^r^h mmiz i sgtTAG-72 scFv-Fc<7)i&?a 

1. *lTAG-72 scFv-Fcftm^ ^ -<Di^m 
(1) *rLTAG-72v'!7;;<.^y i^n-^;v^#:<^S^pr^^^^3- Ki-;2>DNAc7)^^ 
^SMJ3I^M*ri;jgTAG-72 ^ S^U 6^ iiZU^-t ^ J^'B J u -f- ;vin;#CC49 (The Journa 
1 of Immunology. 1993, 151. 6559^ Genbank Accession number/L14549) OVH=£-=i'-K 
1" S DNA«: mTO# trfll^ L ^ o 
[0 2 4 4] 

*-f> mn^-^isKm^fi^^mmm^^nLfzo mmmt. cc49cdvh^3- K-r^se 

^u-=.ycr^^^~^S: Xf^l^^i; ^~-\,z^u~=.y if^^fzibmmmmum. 
Wm> =1- K'^^<^5'1B!Itc«scFv-FcO^MS'Sr|Rl±$^J:>2>^i6tciimS(^)^!aiRIE^J*3 

^m'm\z\t^) yfj^^a- h'-r^^&mmm.^xfifzo WLtf\^fzmmity:^m.tT 
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^!)#-i-19^ 20. 21^ Xm2X-^fL-^fi^^fi^4:^(D^mM {y r y^-^y ^^U) ^Y^U 
[0 2 4 5] 

{4|l-jiJS:*^0. l//M^>fe:|,j;^^*^ PCR^fD?S[2.5units KOD DNA Polymerase (W.mmm± 
n) . mmmOKOB DNA PolymerasetC^#PCR Buffer #2 {yKW-W^nM) . Q.2inM dNTP 
s. ljsMm\:-^:^'^i^^M,}^mML. DNA-9--v;V-if>f 7-GeneAmp PCR System 9700 (A 
pplied BiosystemsM) 'Srffiv^T. UVKXd^miJlimLfz^. 94'CtC-C30fi?M> 55t:tc 
T30#F4> 74t:^-T60#rH1:^^e^;&R^D^l■9•-r LT. 25"^^ ^ M7^j:'ofz^. 74 

lCiCT5:9>^^JS$-ii-/io PCRm. m]S?S^T:«fn-;^r;vm«i!it'ttL. QIAquick G 
el Extraction Kit (QIAGENttM) =grffiV^T. *^450bpOPCRM%^|lli|XL/io EiRL/cPCR 
j^fe^fWPI^^Seel (^ffijitt^) ^Jct/^'MI^^^EcoRI (^ffiittfcM) T'vi-fbf^. m>R 
tD^'£rT**n-;;^r;i.^^^t&Jw'0tLjto QIAquick Gel Extraction Kit (QIAGENttS^) 
^ffiv^T. *tj450bpOVHOPCRMi^=S:IIIJRL/Co 
[0 2 4 6] 

y^;^^ KpBluescriptll SK(-) (Stratagenetti^) ^MPlS^EcoRI (^®it=i± 

m) isxvsBei i^mmnm) xm^tm. T:ffxj-:;K.r)^^m%^W}i,zmL. ^2.9kbpo»f 

±m,xnfz?Cmm^^<Dm)it-:^^y^^ KpBluescriptll SK (-) fi5fec7)|lfK-^. Ligat 
ion High^fS (m#$5«^±M) tci i9a^^fS^=fTV^, KS:JS^ffiV>T:^MXLl-BLUE M 
RF' (Stratagene1±Sg) i^mMnmLfzo nhftftJ^Mn^W<O^u->2:i0^zf^:^ 
5 FDNA=£rii^tx BigDye Terminator Cycle Sequencing Ready Reaction Kit vS.O (App 
lied Biosystemsttii) ^fflV^-r^#OM^#tctJ£o TM^£;^^^ mnmM^^ ~ ^ > ^ - AB 
I PRISM 377 J; 19 #7^7:^ 5 VKmX-^fitzd)M<D^mmn^mmL. msiC^LTt"/ 
7 5 KpBSIISK(-)/CC49VH7&«# hfifz:it ^mUVtZo 
(2) t)LTAG-72 V «i7;^^yi!^n--:h ir^^^ n - Kl" -5> DNA(^)«|| 

^SIBiaS® feT;;iTAG-72 ^ #^ 6*J tcM^f^l" ^S-^-^ryJ^-^yi^n--^ ;V^#:CC49 (The Journa 
1 of Immunology. 1993. 151, 6559. Genbank Accession numberA14553) O^^nT^^ 
m (mTVLi:^|51-^) h^t^Jm^&sTcomiZLxmmLtzo 
[0 2 4 7] 

tC{±. @B^J#^24. 25. 26^XXJP27X^fl'efim^fL^4^<D^m)lik (7 r ^ v y i^^tM 

) ^i^mvfzo 

[0 2 4 8] 

42|s:o^^DNAO ^ *>M^tl'fiM1-'l.2:$:t3ov>T{±«^:6S0.5//M. 4" ^<^2:^Jlov^r 
{±^M3^»^U1//Mi:^;i. J;^ t^. PCRRM[2.5units KOD DNA Polymerase (Mm^m^ 
m) . KOD DNA Polymerase^#PCR Buffer #2 . 0. 2mM dNTPs. lmM:^'fb 

'T^^i/^A'l^mML. DNA-i?--v;V-iJ->f 7-GeneAmp PCR System 9700 (Applied Bio 
systems^i^) =lrffiV^T. 94*0 irr5^F^» L/cfi^. 94t:tCT30#^. 55X:KX30m^. 
74X: iZX 60m^^^ h -^j: ^ KJB^ 1^ ^ )\^tLX. 2^^ ^ ^ )\^fff£^tz^^ 7AX:\ZX5^^ 
KB^'tfZo PCRt^. mKJiti^WL^r y)i'm^^m Km Lfzo QIAquick Gel Extrac 

t ion Ki t (QIAGENtt®) =S: ffi v> T . *f;540bpOVLOPCRM% ^MULfzo iliRL ^PCR^tl 

thiE#2 004-3101921 
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i:r:ff'u-:x,y)vm.%mbizmLfZo QIAquick Gel Extraction Kit (QIAGENttM) =£:ffl 
[0 2 4 9] 

-yf. FpBluescriptll SK(-) (StratagenettSSi) =^tlJPW*EcoRI (^fgit1± 

U) :feJ:tfS2eI (SMit^tM) "eM'fm^ T;«'n->?.^;i/m^?ic»tw'ett, QIAquick Gel 
Extraction Kit (QIAGENttm) ^fflv^T. 1^2. 9kbp<^»f>T-«:llIJRL/Co 
±lB-e#/^m50bp<DVL<DPCRft*Oif>i-i: 5 FpBluescriptll SK (-)fi5^0ilfM- 

Ligation High^?i£ (M^mm^tm) X y) ^^KB^^f^^. mKJit^^^ m^^^xi^m 

mXLl-BLUE MRF' W (Stratagenett^) ^^m^mLfZo W ^ fifz^M^mW<D ^ u ^ > 
X*)^zf9:^^ KDNA«:f|$tL. BigDye Terminator Cycle Sequencing Ready Reaction K 
it v3.0 (Applied BiosystemstfcM) ^fflV^T^#(7)i^?|»(Cta&o T^lSm, |WI1±ODNA-> 
-^>'-9--ABI PRISM 377tcj: i9#-7°7^5 Kl'#A$ tL/icDNA<Dm^ie^iJ^^^W HI 
6 Iw^Lt^sIT'^;^ 5 KpBSIISK(-)/CC49VL>e>^'#'btLfci t =&?S^L/Co 
(3) mAG-72 scFv-Fc|&?t^^^'-0«^ 

H h'fl:^#:^iaffi^i^^-pKANTEX93 [Mol. Immunol.. 37, 1035 (2000)] . (1) 
:feJ:(y^ (2) X-nhtifz^y>^^ KpBSIISK(-)/CC49VHi5 i Z/pBSIISK(-)/COi9VL;6^^ . 
AG-72 scFy-Fcm^MJ^M<D§tm.^^ 9 - ^MT<?)#iC LTS^ LfCo 
[0 2 5 01 

3^:® (1) -e#^tLfc>^9;^ 5 KpBSIISK(-)/CC49VH^MI?a^^AccIII (^MdtttM) 
itl^^iJPW^EcoRI (M^tti^) -CM^bf^. K^JS?K^T#n-xy;vm^»J3'etL 
. QIAquick Gel Extraction Kit (QIAGENttS^) =S:fflV>-C. m50bp<^EcoRI-AccIII»fM- 

tfc. 2^:^ (2) •ri%hf\^fz-f^7.^ KpBSIISK(-)/CC49VL?-tlJ|5I^fgAccIII (Mittt 
m ^J:?/$IJI?S0*BmgBI (New England Biolabs1±^) "efi^M^. KR]S?i^=^T?!rn->!> 
Yy^mMM^VZf^X.. QIAquick Gel Extraction Kit (QIAGENttM) =£rMv>-C, *^540bpO 
AccIII-BmgBIifJt -^mW^X^fz^ 
[0 2 5 1] 

\^\\\MM'^'^n^'> ^-■f^T.X KpKANTEX93=^MI5B^*EcoRI (^MitttSS) 
iSiCi'-tUPW^BrngBI (New England BiolabstfcM) "eM'ffcm. T55rn-^<^*;l/m^^»^C 
ttL> QIAquick Gel Extraction Kit (QIAGENttSS) ^fflV^T. It>9. SkbpOEcoRI-BmgBIjf 
yx-^W3L\^fZo 

±faT-#/i7'7;^5 KpBSIISK(-)/CC49VHa5fe<DEcoRI-AccIIIif>t^ KpBSIISK 
(-)/CC49VLfi5^0AccIII-BmgBI»f>T-i3J:y^y7^5 KpKANTEX93fi5^<^ilf;^-'^. Ligation 
High^?& iMMm'mtm l'«t >)aS^MC>^tfV>. K^JS?gl«-fflV>T:^MXLl-BLUE MRF 
• ^ (StratagenettSl) «-?^«KmLfc:o ^®^m^<^iJ' n - > i «9 ^•t'^:^ 5 KDNAi- 
li$iL. BigDye Terminator Cycle Sequencing Ready Reaction Kit v3.0 (Applied Bios 
ystems^tm) TRj^rvf*. |w|%i:ODNA'>-^ ^^-ABI PRISM 3 

n^zX'O^^^T.^ Y\mX'^ftfzM&Wm-^m^\.. lilTlc^L;/^:^'^;^^ KpKANTEX9 
3/CC49scPv-Fc5&«# h flfz C: t Lfz^ 

2. ms^u^r-rn^y v^r^ b«B]!at?o^jg^iK 

^MMl04]fitC|B«(^FUT8itf5^i5^-7';i/y -Jiry^ \-mU^ X t>^^|5^-e^:5>CH0/DG44a 
^^^i^ffll^i: LTffiv^T, :2|s:|tMMOi:ST"'f^ML^^trLTAG-72 scFv-Fc^lil^iJ' ^ -pKA 
NTEX93/CC49scFv-Fc ^ # A L T . ^#:Fc ic# Jp-f ^ (0#iS;{)^^ ^ ^ - ®!li<^trLTAG-72 
scFv-FcHj-g-S a K <^^5g^M0]ia mTO;|t L X^Wi L o 
[0 2 5 21 

%pL%(D-f'7:^% KpKANTEX93/CC49scFv-Fc* 1. 6X 10^*fflJi&<7)Ms705llBia^ {±CH0/DG44 
M^^I/^^ M3^°l/-V3 >ife[-ij-'f hx^'y a v?-(Cytotechnology). 3. 133 (1990) 
]ICJ:J3^A^^> 30mLOIMDM-(lO) [Ms705«HJ!fe<^i#>^iC(i4^Ji&iBjflL?»(FCS) 'Sr^ CH0/DG44iffl 
fl&c^^-^twtiM^f^^iflL^t (dFBS) =^10%-C-^tfIMDM:^^fe : GIBCO-BRLttM]:^:ftfetCit,^L> 
96'^x;W>f iJ^nyv- h ('£:S:'^- 9 M±lt) i:iOO;uL/>^ j^;Vf L/co 5% 

ffiiEift 2004-3101921 



#11 2003-350158 



^-z^: 50/ 



co2-f >^:i.^-^-i*i-c37'c, 24v$m^mLfzik. eoo/xg/joL (ommx-Gm^^mmu- 

AG-72 scFv-Fc^^mBM<Dm^Ai:^mmmmmiiZmi-ELISAmiZX *)nmLtio 
[0 2 5 3 ] 

ifili^^fljffi LTgt^^aSS-iitJn^** g6«J-Cs 0418*600;/ g/mL. dhfrst<s?-jgty<?5 

M) ^50rM(Dmmx-^tfimM-(io)mMKmmL. 5%co2^ ^^^-^-^j^-i^T-syx:. itji 

jlK^«t. 50nMOMTXtCjittt*^i-j^K^^»=S:^#L/^o >kiz^ MTXz^jS =^ IQOnM. 200 
nMtlS>^:±#$-fr, **?-0<JtC6OO// g/inLOG418i3 J: t;^200nMc^MTX=Sr'^trIMDM-(10):^:Nfe-e±i 

[0 2 5 4] 

«**-6<JirG418S-500;/g/niLOjgST'-^tfIMDM-dFBS(10) WX^iim^t^^^^o, ^TAG-72 
scFv-Fcil^^e®*:^Mt-;5.?^KKm*=Jrfl5l#L5to ^:^OCH0/DG44M J: i)n^tifz 

?i^g^j^^*Kci2oit. Fi}T8^^=^ry)i'y yi^r^hmm^ ^nhtitij^M^mw^Kc 
mot^ififfzo 

"Y^m^h: MgGCH&Dt^L'p^ (American QualexttS^) S-Phosphate Buffered Saline (mT> 
PBSt^ie-r^) T'«L-Cl;«g/mLt 96;^CC)ELISAM7' V- h (i^9^"^-1±^) K 
. 50//L/':7ai;vT-:S^'^L. Si^T— NFP^l^«LTCK*$-fr7to PBSt??^^^. i%4^ 
JfiLf»T;vy5> (iJiT. BSAt^lB-t^ .-Proliant Inc.^±i!i) =^-g-tfPBS (J^:iT. 1%BSA- 

y^LtZo l%BSA-PBSSrg^*L. m^nM.<Dmm±mi50/uL/^ a.)VX^M^. ^M-t?2^ 
mKB^-^fZo #'^^;V*0.05%Tween20=S-g-tfPBS (JJlT. Tween-PBS t ^IB-f 

^) T'lJfe^t^. PBST'500^&tC^filLf^^;i/:^-^~>^^— If^^^^^-i/tli MgG(Fc)fei;#:^?^ 
(American Qualex^tSg) ^-ikUi^mmt LX. ■^fl^flSO/izL/^j^Jl'XlJU^^ MUXl 
mmKB^^fzo Tween-PBS-C^^m. ABTSmKm2.2'-Ti^y-\£y^(3-:r.^}V^>ir^ 
r V U ;i/ >m) T > - ^7 A m. 55g=lr ILcOO. m^:^ yWmmW. (pH4. 2) tr^^ L 

> 1«^itmt^i§m'fb7jc^*l//L/mL-t?^ijnLfc^?S[]*50//L/':/jL;U-C^ijnA-C|&'fe$-&. 41 
SnmCO^Sl^^ (mT> 0D415 1 ^IB-t**) ^U'^X^fz^ 

4. *lTAG-72 scFv-Fclfi-^MfigOiitSSI 

0^ X mcmi * tL'r^x2oonM Mix^-^triMDM-Fcsdo) til X 10^ mm/aiLt yk^m.Kmm 

L> 182cm2 7 9;^3 (GreinerttM) l,Z50mL^mLtZo 5%C02 >^ j-^- ^ -|*it'37'C 

> ISmmmL. ^>y)l':^>hK^j:^fz\^.^xmm±m^^^L^ 25niL(D?BS-cm^^. 
EXCELL301^:Hfe (JRH Biosciences^!^) 30mL=^viA L/Co 5%C02 >^ iJ' -|*j-e37 

ic. iBm^mLtz^k^ mmmmm^muL. 3ooorpm. 4"c<7)^#-e5^^^<597t'C^^^*^ 

oT±?t=S:'?-tL'rtLlHli|XL;t^. 0. 22 /zm?LSPES Membrane (^7^1±M) =^ffiV>-Ciijt 
SSmtf^o ±^<^):^*fe-e|IIJRLfv:^«±MJ: OProsep-A (^V>KTttM) 55;9A«rffiv*T 

> ^'ffcTJl^ig^jlt^V^ ^>&^5gKtemmttT'^m;?tL'2.-a0<7)Jn:TAG-72 scFv-Fcit 

^m&M'^^fir^mmLfzo mk. mm\^fzmm-i2 scFv-FcM^ssKti. ^fi^n 

KC1200ti j: t)^^$tt;g,^TAG-72 scFv-Fc(-)*3 J;i[;^C120U:: J: i9^S$tL-2,tli;TAG-72 sc 
Fv-Fc(+) t^iBi-<So 

5. fflMin;TAG-72 scFv-FciS^MegO^;^' 

^^*fe«?iJ04:^T'fflM L7tiiLTAG-72 scFv-Fc(-) J: Z/*n;TAG-72 scFv-Fc(+) 

f-;v^;i/3-if5>'tr7=T->?. ^dt^-^ L T v^MiftofiJ^* mT<^=^tc t xmu \^tio 
(1) in:TAG-72 scFv-Fc(-)^J:rf^TAG-72 scFv-Fc(+)OJitiaSOfF-fiffi 
#3liMtniTAG-72 scPv-Fcli!l>'g-®fig(7)*ij3At g*. '2f^<^:)ri*[^'f (Nature). 227 
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, 68o_ (1970) ] o tsds^^ ^vt^v^^t^ Km^3?cs& (l^^T^ sds-page t ^la-r ^ 
) =i-^Tofco ^rn^ms ir^LTto -ffi«c7)3fi$^sa«{i-etL-ptL. ^jSTc^f^Ttiiijii 

5VS)a<Dm^^^f<''^M^i^^t\^^^m.^ (Proc. Natl. Acad. Sci. USA^ 1999s 36. 61-7 

1) t—WcL. m±<Dm^j:^mAG-72 scFv-Fc(-) i5 J: tfifLTAG-72 scFv-Fc(+)T-fiM^N- 
^-ym%ULX\^^:ho :i<D:Lt7!)^h. mAG-72 scFv-Fc(-)i3 J: r;^mTAG-72 scFv-Fc(+) 
fi i 6^ IC-^ic L fz ^ V ^ -/^ Kil t L Tl&ia $ tLT ^ t $ tifzo 

(2) |«mmAG-72 scPv-Fcit'g-SS»<^^*t«^;W^ 

(Dmx-n h fifzmkQ-n scFv-Fc (-) ^ J: ?/*n:TAG-72 scFv-Fc (+) Olf Wp"n 
*3t'L^^^^^-e^^JET^@Lfc^. 2.0-4.0M<^ h y ■7;V5a-ngt^?#?iK^Snx.T100'C. 2-4 
^K»7K.^^»=lrtf v^. ^y^-^^^-fy-h^W^-T^>'m^MM\^fzo Y y )\^ ^ nWe-m. 

v^-C^^W'^^To/wo CarboPac PA-l^^A, CarboPac PA-l;5f- (Dionex^fciH) =S- 

fflv^ LriO-20iiiM7Km'fbf- ^ >; -i? A-Jgi^ ^^^Tfc^tffl^. l^^W.t LTSOOmMTlc 

o 

[0 2 5 5] 

[«1] 



B^Pb^ (^) 


0 


35 


35.1 


45 


45.1 


58 


(%) 


100 


100 


0 


0 


100 


100 


^$fe?tr^ (%) 


0 


0 


100 


100 


0 


0 



[0 2 5 6] 

::i^<yilc^AhLfzm^(r>^^^ (7=r->?.. if^i^Y-T.^ -^y^-:^) oas^Jt^ 

n^x^tzo 

tfco ^TAG-72 scFv-Fc(+)X'(±7 3-^55«|§'^L-CV^^V^^i|Oi!l'^^«9%-trabo/co — 

^TAG-72 scFv-Fc(-)t?{±73-:^(^lf~^'{i3|^ffiRg#iJJ.T-e*o^cCli:;J>?>. 7 =t 
- ;^ L T v> V^|l^<0#J^ti « t3riOO% t i ^ tLfc: o 

[0 2 5 7] 

jy.±0|§:i:J; I9> mAG-72 scFv-Fcili'&SfiKON-^^'J 3 V K^'g-^'^Mmic^ilTn* 
(^2) 

tn;TAG-72 scFv-FcSl^S S K <^ 7 n - X^^^-;^mm <^ 

Hag^ 7 J-X^-^t^v^M^^ (%) 

^TAG-72 scFv-Fc(+) 9% 

^TAG-72 scFv-Fc(+) -100% 
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immms] 

[0 2 5 81 

mAG-72 scFv-FcM-^S fi K CD SttfF^ffi 

1. ^TAG-72 scFw-Fc^^m:^W<^7AG-72^mmmzHi-^^^m^ (^^Ui^m) 
mmm2(Dmx-n h fitz^lkQ-lZ scPv-Fc (-) ^ a TOTAG-72 scFv-Fc (+) 0«Mp°p (D 

-70 -^^-^ -^-EPICS-XL (Coultertt$^) «:ffiv>/c^3fc©L#?*tc j; o 
XW-MLfZo m^mmtX^xmi-^^^^M h'fb^^KM8404 (The Journal of Biologica 
1 Chemistry, 2003, 31, 3466-3473) ^m^^fzo 
[0 2 5 9] 

TAG-72|irttiBfl&T'^;5li hTmu >'^^•|lS*«BJ3&^JurkatM(RCB Qm)^\^zu)V^ 
I? 2 X 10^ M ^ J: ^ jr96 -^r ^ ;VU^ W - f (Falcon^®) ic^vgfe L. ^TAG-72 scFv-F 
c(-). iii:TAG-72 scFv-Fc(+)ab^VMiKM8404=^FACSffl^WT^ (0.02%EDTA. 0.05%NaN3*5 
i r>*0. 5%BSA?|-#tfPBS) X^Wtm^O. 016-50 g/mL t ^ ^ J: ^ ^Z^^\^fzmm^WL^bO 
fiWt7 sz-iV-cmiaLX^ ^^XZQ^mK&'^^fZo FACSffli^#fK-e2|lI^5fe^b^cm. FITC 
Y IgGm# (Zymed^±^) ^rFACSffl ^®?^-C20f&^f? b ^> CO 4: 50// L/ a. ;V-e 
at/to «L^X4'X-30^F^S)^.$-ii/im. FACSfflj^«?etT3|iIi5fe^L. 500// LOPES 

[0 2 6 0] 

^*=lrlll9 lC:^L/Co fitTAG-72 scFv-Fc (-) ^ i TOTAG-72 scFv-Fc(+) tcov^TtiitJS 

. ^'teW.-e^^KM8404tCov^T{iJurkat,«i:{i^E>L:&;5^ofco \>X±.<D^ti)-h^ ^ 
TAG-72_scFv-Fc (-) *3 J: thmTAG-72 scFv-Fc (+) OTAG-72^'ti|fflJ3a-C^ >5, Jurkat^J^S^c^)^ 
-a-Ji. ll!fe'a-SeK<7>scFvSB^iI#^fi<j^;^>g-e2b«9. «10^>^(±fiLTAG-72 scFv-FcM-g"^ 

& « ti#i/n1- -5. Mil ■t' o -7 3 - ;^ ^fi t (±4sii#-eib * ^ i: $ tLfco 

2. ^TAG-72 scFv-FcOTAG-72^^^S'a (ELISAffi) 

h#?gtft*<7)TAG-72 {'y^r^^tm ^^PBS-ei;^ g/mLt'^f^L. 96;^ c^ELISAffl 7^ V - 
h (i^-7^-^-ttSSl) tr, 50//L/'>x;v-e5'^LTMMt?-^K«^«Lt:tR«$-*f^o PB 
ST'^^m. l%BSA-PBS=Jrl00;/L/'i7a.;V-ej!jnx.. ^aTn^F^KfL>$^iT^:j?1-S®tt* 
■^•Ztu-j ^\^fz^ 1%BSA-PBS=I:|^*L, 0. 0032// g/mL~50;:/ g/mL<7)itS-emAG-72 scFv- 
Fc(-). feT:TAG-72 scFv-Fc(+)S 7t{i|^te^fiBT-2b^^IL-5S:#^li h>fbfiL#:KM8404=^50// 
L/'J^a.;i/-einx.. ^MT2^|^S{&^-^f;o ^/iSm, ^-i^J^^V^rTween-PBS-etJfe^L. PBS 
T'500^t3^f^L/;-;;V:^-^vi5^--lr^^-V:^'^li MgG(Fc)fiL#^^ (American Qualex 
ttM) =^_^Ja;#:vt^i: LT. -?-tL-rtL50// LZ-i^ i;VT-^jnx> S?aT'l^r^^lS$-&fCo T 
ween-PBS-er5fe#m, ABTS^g?K^:50//L/'i7a:;VT:^Jnx.r|&'fe$-iJ:, 0D415^ffl!l^L/Co 
[0 2 6 1] 

Otr^L/to ^TAG-72 scFv-Fc(-)^J:OfJtTAG-72 scFv-Fc(+) {iiglg-fiStl^fig 
^'eiMT-^;5,TAG-72tC^'^i-^^i::6?$|e$tL. -ecD^g^titSlJIWI^T'* o /co 1% 
14*t*<^KM8404-e{d:. TAG-72iC^^i-;5,^^{±^.i6 ?5 /co i t f^^L 

fc*i0»it<^^^ -amo^TAG-72 scFv-FcM^gS Kc^J/umT'^ <2. TAG-72-^<^M^(± 
> scFvtC#Mfi<J=fe*§'^t?^o/^o -SIROgLTAG-72 scPv-Fcil!l!'g'SfiS?OgLil-vOig'g-S 
mtm-^nmx^^fzii^^ tn;TAG-72 scFv-Fc(-)coin:ir>T-2b^TAG-72tlW-t>2>l§'^fgtt{± 
. ^TAG-72 scFv-Fc(+)OTAG-72tC^-r^^>a'Stei:ibi^LT, ^Tt?^><S;&^»|V>i i:7&s 

3. tlLTAG-72 scFv-FcOFcy $##:illa^'g-®'tt (ELISA^*) 

Fc 7 ^^'^^Illa \Z \± . N*)^|(7) ^^:t->:d-^^;iT1761=g<^T5y m^lfe<^ jtfed^# 
J: i^^tV >M (mr. FcyRIIIa(V) ^:^fB1-^) ^ i 7 a.c^;VT 7- >M (JiJlT. 
Fc7RIIIa(F) t^lfi-r^) L> M#figL#Fclc^i-;2>M'^fg14,5t^:& ^ ^ <!: 

^^^ibttTV^So FcyRIIIa(V) ^J:0*FcyRIIIa(F)m-r-2>gi:TAG-72 scFv-Fc (-) ^ J: Z7 
^TAG-72 scFv-Fc(+)<^^'^mtt=l-ilJ^L7to iiJ^e^'-fSffl >' iJ' ^J^Ii^Fcy RII 

la (V) is J: t^' t ;^ ^ 9 > 9 irmmSz y Rllla (F) \t , ^^J^-f * tcf^Sg?* ^ t 
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[0 2 6 2] 

t-r. -^^^ijiilX^'jy^ ^-i^i^ (QIAGENM) ^mm^^tzzfly-ViZ, PBS-Cl// 
g/mLi:i^m Lfz\^:^^i^yfr ^J^^^Fc y Rllla (V) ttzit}^y^^'J>-$r ^'*^^Fc y Rllla (F) 
i50fzL/^:^)V'cm^. Mi^-V-2WmRfZ^^^fZo KJB^ik. ^'^7ai;l/^Tween-PBST-^5fe?f-L 
> 0.0017// g/mL~100;«g/mL(O2^S-egtTAG-72 scFv-Fc(-) V^{±irLTAG-72 scFv-Fc(+) 
t50//L/-i^^;i/T-Jnx.. ^a-C2^KS:jS$-fr/^o RJSf^. ^'i^^^l/^-'IVeen-PBST^tJfe^L 
. PBST'eOOOfi&tC^f^L/c-?;^^^^^— Ifi^m-^^'fctli Mg(H&L)i)L#-^?S (American Q 

fzo Tween-PBST-^j#-m, ABTS*K?a^50//L/'> ji;i/-ejjnx.T^'fe^-^. 0D415^^S1J 

10 2 6 3] 

lt*=S:|ill 1 tC^LTto mAG-72 scFv-Fc (-) i t/^TAG-72 scFv-Fc(+) t±^jg^^fi<j 
tCFc 7 RIIIatcM^i- -i) i i: «M.T' § . Fc 7 RlllatC^-f ^ mkQ-12 scFv-Fc (-) CO^-^ 

mmt^_mkQ-i2 scPv-fc (+) oj^^^fg^ t mi l tcisiv^ t -h^y^ ^fitzo ^ 

~mm(7)FcyRllla(7)^mxmmx^^fZo tfz. scFv-Fc(-)^^J:t>'scFv-Fc(+) 
C7 Rlllat (TJ^^tc^-^j^^'lte^ tLTt: ^ t J: 19 . scPv-Fcc^Fc^J^fi. FC7 Illat jiSg-g-M^ 
=S:i!^^f L fzMX^m L T ^ ^ a: $ o 

4. ^TAG-72 scFv-Fcl!'^® S K OjiLi^. * ^ TAG-72^ftTT'<^Fc 7 g:^#:lIIa^-a-tStt 
(ELISAfe) 

tiLil-C* ^TAG-720^^tTT'^TAG-72 scFv-Fcil!'g-Ma H<7)Fc 7 Rllla(V) J; OTc 7 RI 
Ila (F) t (D^-^mn. ^ L fz o 7|IJ ^ L t ;^ ^ y ^ ^'-^mFc 7 Rllla (V) :fe i 

t >^ f - iJ' :?';^|^Fc 7 Rllla (F) it . ^^"t ^ ##«?fl tl-f^i^S =^ ^ L o 
[0 2 6 4] 

tr. **it^<7)2^-ef^^Lfc7'V- h IC, 0.0017;«g/mL~100/ig/mLc7)8g^-t^^TAG- 
72 scFv-Fc(-)tfc{i^TAG-72 scFv-Fc(+) ^50 /uL/'^j sr. )VXMk.. Ml^X2mmKm^'^ 
■fzo KJiE^^. ^^3L)V ^Tween-PBS-et5fe^ L. PBS-C 1 ft g/mLH^K L/i ^^IP^^V^-^ 

mcymii^{v)tfz\t\£.:^^vy ■i^ irmmcyFiiium ^b^fMU"^ x.)\^xm^, mscQ2 

^KRfD^-fr/vTo #'i7i;i/^Tween-PBS-ei^#L. PBS-^lOOOf^tr^fJ L7t^;V:t 

^ft^fib^ifxL/^ 3^)vxnk. m.U.xmf^RlB^^fZo Iween-PBS-e^^m, ABTS*K?0[ 
^^O/jlU"^ :r.}VXlMX.X^^^^ 0D415^M^L7to 
10 2 6 5] 

m^^mi 2tc^L7to gLTAG-72 scFv-Fc(-) (ijiK>6!c^6*jtcFc7 RIIIa*3 J: (>mi^T-ab 
'5.TAG-72tz^t LT^^®tt;5^'Mi6 ib tL7t70>\ in:TAG-72 sc?v-FMX\m^iim-.ib h tt^ 
;0-o/co CltLti. 3f:^M^cr)2:S-C?t^.$tL/c. TAG-72tc^t-r-i>|g-g-ft140gtTAG-72 scFv 
-Fc (-) b ^TAG-72 scFv-Fc (+) W 0||JSt± , Fc 7 Kill 

atl^t-t^^-g-fttt^^^^TLTV^^Cl t,&-'liHt,®fetLfco tfz^ FC7 RIIIa-e{i-e-0# 
f^t\tm%^£VK. *iLilT-*^TAG-72<;D#ftTT-<7)Fc7RIIIat'*fi-^^TAG-72 scFv-Fc( 
-) (O^^mmt > Fc 7 RIIIa{3^-r -S ta;TAG-72 scFv-Fc (+) (D^^m^ J: 0 ^) SJ ^ t ^S^ii 
^ ^ tt. U S OFc 7 Rllla (V) \z^\^X {iTAG-72 scFv-Fc (-) t t/LTAG-72 scFv-Fc (+) 
(7)FC7 RIIIat3^i-^^>^fStt(^||^?^^-t^^ o fco 

5. TAG-72^^,^Ji&;t5^iC*tf ^,faMS:fgtt<^fF#(ADCCmte. ^'Crftf^ife) 

±.ummm2<7:>^-^xm^ h ^■tzmm{.^k^-i2 scFv-fc (-) ^ i ±fe*jfe^2<7) i:^-c# 

nfs:#SimAG-72 scPv-Fc (+) Oi^vitroala^#^Stt =^ fFflfi-t ^ a6 . TAG-72^te t? ^ ^ 
t hT«y >'/^°Mft5feaJia;^Jurkatm^'*t1-*ADCC^&14^:. -^-^A K:^-A*^<b^fl5lL 

TAG-72^«^mLTV>^:v^^Jia^^tr*^Raji|fflJJ& (RGB 0806) ^^ffi v^T^iCrj^glfetC <t 
SADCCStt4:iffll^gL:^o 

(1) ^a^m^^rSiofiM 

Jurkat^Bia* v> JiRaj i#fflJ!& 2 X 10^ i^BJia/BiLO MS ^ J: 9 jrRPMI1640-FCS (10) ^ 
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m [FCS«-10%-g'trRPMI1640:^Jfe(GIBC0 BRLttiS) ] i'MmL. iSclt14t>K-C**Na2^^Cr 
04^3.7MBq^l:JJ^x.■r37t:T"l^FB1S^D$•*^ «^1feMMmL/io RPMI1640 

640-FCS(10):^Sfet-ML, 4r-^30^»'f L-Cgcttttt?®^ gM^$-^:^Co ^ 
mk. ^:Nfe^l0iBLjPx.T2X10^m/mLtCii^L. «6«I«Sl^?&i: LfCo 

(2) t 

Id^I-a-L/to ^ItL^Lymphoprep (^-fb^^p^pttl^) V^Tj^MmH^^i't^v^ «^ 
Ji^^glLfCo EPMI1640^Sfe-eiIal. RPMI1640-FCS(10)^Sfe-eiIalit'(:>^^LT?5fe^m. RP 
MI1640-FCS(10)i§Sfe?:JI^x.T2X10®^fflJia/lI^L^::ilSL^ t: b J:-^ ^ -jfflM^^ t L 

(3) ADCCfg140M5e 

96'>:t;i/U^Jgy V- h (Falcontti^) O^'^xJl'lC (1) •C^mL/c^6<j|fflfl&v#?a<^5 

0/zL (ixio*M/':/3^;v) ^^^Lf^o -i^iv^t? (2) -t^m^Lfzn Y:r.yj^^ ^^mmm 

?gt=lrlOO;«L (2XlO^M/':7 ti h ji^' i5'-glJi&i:^6^Moi:bti20:li:^^) 
^j&ntTto tiT:TAG-72 scFv-Fc(-)^ /c{±fei:TAG-72 scFv-Fc(+) ^^ft*«-iftJKO. 000094 

~50;ug/mLt i d l-SPx.T^a:^200A<L^; 37X:x-mmKlB^'^tio KB^k. ^ 
'C>^^t3 J: ^ ®RJ£^flK =^«i^ t ±vt t ic^S-^ iYt^^O^ ^ CrS =Sr 7 > iJ^ - 

[0 2 6 6] 
[1^1] 

m 



[0 2 6 7] 

tiLTAG-72 scFv-Fc(-) t/c{i*n;TAG-72 scFv-Fc(+) tC:j3\/^T, TAG-72|^'MJiaT'$) Jurk 
atmic^LTmjK'fi£#6tI^ADCCm'I4755MJ6e:^tf^ (El 1 3 A) o V^-f tL<^trQ#«mtC*J 
\/^X%. ^TAG-72 scFv-Fc(-) J: ;SADCCt&tet±^TAG-72 scFv-Fc(+) K S ADCC^Stt J: ») 
^>1S5<. t/v:. ft:^M«*f&tt^)^TAG-72 scFv-Fc(+) t Jt-<T*fLTAG-72 scFv-Fc(-)<^ 
-^if^-^i. mkG-72 scFv-Fc(+)>6^feT;TAG-72 scFw-Fci-) tmm<DADCCm^'S:^'ffzis(>iZli 
. lOOOf&OitS^S^'ii^p-e^) 19 > 2|s:||J|M(;o2:R-C1itM.$*i-f^Ja:TAG-72 scFv-Fc (+) J: 
TAG-72 scFv-Fc(-) <Dm^^X^^TAG-72l,zM-ri>m^m^<Dm&^±<DM^^-T^^ o ^Co t fz 
. TAG-72^14-C'^ -5,Raj ilfflJJ&tC^t LTti. scFv-Fc(-) i& J: U^scFv-Fc(+) i: icADCCfllti 
i±m>i(>hfi^j:'A^ofz (llil3B) o 
[0 2 6 8] 

m± O ^ t <b > ^TAG-72 scFv-Fc (-) i: *n;TAG-72 scFv-Fc (+) <^ W »± , ^N- V ^ 

K^^^-^MMil «e> ^ . Mift^7c*i^ON- T -fe ^ ;i/ i^* ;v =1 -i^- 5 > 7 n - ;^ ^^^^ L 

TV^:&V^MiI<75*lJ^iCM^«^^a6^tL-C:fe i 0||MO»J'^<^M^^ *t:TAG-72 scFv-Fc(- 
) t tn:TAG-72 scFv-Fc (+) <D m <DFc 7 Rlllatc^tf ^ t^j:^. $ <b i cOFc 7 R 
IIIal'*tt-^#§'^M14<^ll^^ ADCC^S'a^7)M^; 55: o TV^^ Cl i:;6«?t^-C# /Co 
[IIMM4] 
[0 2 6 9] 
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pr^aTNF-a^##II-FcM^SeK (sTNFRII-Fc) (Oi^U 
1. sTNFRII-Fcll31^^tJ'-<0'f'^M 

(1) sTNERII^^J- Kt-^DNA<^^^ 
USP5605690t'|E«<7)sTNFRII-Fclfe'^^fiK^ =1- Ki-;5>cDNAt-PCRiStl X (9 ^TO i 9 
#^L/io ^i3. igcDNAcD^:g:J>-'ftV^/cfeH, sTNFRII^3- K■t^cDNAIS^J<t'^c#;i£-r 
'2. ^l?lS^Bi£lf|5^7?:9-t!l -e «^ltr#^ (iB^J#-t28) t (ia^j#-i-29) <D2amOcDNA 

[0 2 7 0] 

t-f. @B^J#-^28 mfi«<^i£^ijtc(i, sTNFRII^=i- F-r*@5^y<^WW^«05' 
Lfz {y7:^-^yi^n^)o 

[0 2 7 1 ] 

A^^tfS.J^^mzM^. $f)tC0.4//M M13 primer RV (^mmnW. OAfi^ M13 primer 
MS (12^J#^43> GENSETttM) *3 i tF2. <75KOD polymerase (m#i^«tt^) =l:fflv^ 
-g-ftSG/^Li: TCmm^^ofZo SJS^#fi94t:30#F^> 55r30#rBl. 74t:60#^ 
<^)Hj--f i5';V=^25-9-^ 'e-Ot^74t:5^3'F^^l-9-^ ^';VT"^o/Co ^^ft>?^=lrQIA quick 

PCR purification kit (QIAGENttSi) izxmMl^. MRl^^REnl (New England Biolabs 
nU) -CM^fb^:, MJS:f5?e£^T:^*n-jJ?.r;vm^»tC'WL/co QIAquick Gel Extract io 
nKit (QIAGENttm) ^IBv^T, ^0. 49kbOKpnI-HindIII»f>t ^ EI L f^:, 
[0 2 7 2] 

7^7:^5 KpBluescript II SK(-) (StratagenettM) 'grMfe^^Rpnl (New Engl 
and Biolabstt^) is i WRt^^Hindlll (New England Biolabstt^) T'fi^km, UK 
mW.'S:T:ffu-xy)}^m.%^WjliZ'mLrzo QIAquick Gel Extraction Kit (QIAGEN^tM) 
^fflv^T. m2. gkbi^Kpnl-HindlllllfJt ^ EIJR L f^o 

±|B-e#<bti./csTNFRim#lfl5:9-OPCR^%<7)REnI-HindIIIif>tt7'7;^5 KpBlu 
escript II SK(-) <^KpnI-HindIIIifJt ^ > Ligation High'^?S (m#MM1±m) v^T'^ 
#<^giB^#t'ti&oTMR^D=l:^TVN KRfE;TeE=^fflv^T;^MDH5a* (^-^^^ttM) $r 
?^K^^L7to W'M^'^W<7)i7U~y X KDNA^rPIi^L. Big Dye Terminate 

r Cycle Sequencing Ready Reaction Kit ver.3 (Applied Biosystems^t^) ^Mv^T^ 
^(DWLm^iz^^XKB^. mnmmi^-^y-^-m PRISM3771:: j: ^^y^:^^ kic 

nx^fifz?cm)i<D^mm'tmmL. sm'D^mw.m^^-t^mi A^^i^i-zz/'^:^ 

5 KpBsIISK(-)/sTNFRII-l:if«# hfifz^Lt i:mULfZo 
[0 2 7 3] 

iSiit yFc<D^y'jtc}{2m^<D—U'^m.^xfifzo ^izmn<o5'M^t3'M^KPCRKiB 
n(Dm^'^m-:^y^ -^-(Dm^m&mm i^u-=.y^^^ ^~:^xzj^§km^^ ^-^^^ 
~=.yif^:hfzib<D%\\ wmmmmMn tf ) ^ l o tsit l fc:^ife@B^j ^5' ^i^iiy 

\t . iB^J#-^34, 35, 36*3 J: m7<D^-^<D^l^ :t V l^t^ h'^ Lfz ( 7 r ;^ 

[0 2 7 4] 

=f^^ K^«j^^JK7&«0.lAfMfc^jS^tr0.2mM dNTPs, lmM;^'fb'^^^->'5' 

A=gr#tfK/S?&lcJnx.> ^hKOAfiU M13 primer RV (^MitttSi), 0.4//M M13 primer 
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M3 (GENSmiSa) ^XX/2.5M^^<DK0D polymerase (m#«&«*fc«l) ^rfflv^T, ^mo^ 
LtL. TCRKl^^^^^fzo KJ^^^^ii94V30^^m. 55t:30#P^> 74'C60#K<^-9--f ^ ;l''Sr 
25-9-^ iJ';^. 'ecom74'C5:S'F^=^l•^^'f iJ'JV-efi^ofco itSfD?S=^QIA quick PCR purifica 
t ion kit (QIAGENttii) KXmWkL. UmmmKml (New England Biol abstfcM) i3 i 
^JW^Hindlll (New England Biolabstii^) T•m<t:^^ mKJit^m^T :ffrn - ;i.r)VmM. 
mbK^LfZo QIAquick Gel Extraction Kit (QIAGENttM) ^rfflV^T, *5jO. SkbORenl-H 
indIII*f>T-^II|JRt/co 
[0 2 7 5 ] 

±15 -e# lb t^7tsTNFRIIt^4^fK:$3><DPCRmt;<^)KEaI-HindIIIifM- JifB-e# ^ tL;^c 
•Z^;^? KpBluescript II SK(-) <^KpnI-HindIim>t 'S-. Ligation High?#^ (Mn^m 

^W^^W(0^u~yx KDNA^Pi^L. Big Dye Terminator Cycle Sequen 

cing Ready Reaction Kit ver.3 (Applied BiosystemsttSSi) =l:ffl^^"C^#OSi§g#trtJ& 
oTKJ&^. |W|^±(^DNA^>-^>•^^-ABI PRISM377tCj; KtCff A $tl./cPCRif 

M-<^:^^@B^'J^ftl*fL. M6^(7)mmW,nimir:hmi Str^LTty^;^^ KpBsIISK(-)/s 
TNFRII-255«#^tL/::C: t ^mULfZo 

(2) sTNFRII-Fc ^ =/ - Fi" ^ DNAOft^ 

b 'fb*t#ll31ffi ^ ^ -PKANTEX93 * fU Pl^^Afial (^S^ttt^) * J: Z^'fll RI^^Bam 
HKNew England Biolabs1±m)-eM'fk^> mKBmiT ^ j^-rjvU^mbKX^mL 
fZo QIAquick Gel Extraction Kit (QIAGENti^) ^fflV^T. l^l.Okbpc^t: MgCl-^^ri^ 
y:^m^nni$l. (hCyl) ^ tf affM-Apal-BamHI ^MiRLfZo mmi'. -fy^^ FpBlues 
cript II SK (-) (STRATAGENEl±i^) 'btOPlS^Apal (SMitttm) J: ?/flJ|5S^»BamHI 
(New England BiolabstfcS^l)•CM'^b^^^ *«J2. 9kbp<^AeaI-BamHIif>T-SrIlJ))lLyt:o pKANTEX93 
m^<Dmi. Okbp(7)ApaI-BamHIif>T-. J: t/pBluescript II SK(-) a^0^2. 9kbpOApaI-B 
amHIifJnr^TAKARA DNA Ligation Kit Ver. 20solution I (SM^tttM) J: ^M^KJiz^^ 
fi'v^. mKBWL^m^^X±mmm5aWCMW-m±m)iM-MU^LXzfy:^^ KpBsIISK(- 

[0 2 7 6] 

:^mil)xnhfitz-:^yy.5. KpBsIISK(-)/sTNFRII-l^tIJPW^KBnI(New England Biol 
abstti^) isxmmmmmsl (New England Biolabs^±ia) xmim. UKJ^t^Wi^T :ffu 
->^y;i/m^^»tCT^®L^o QIAquick Gel Extraction Kit (QIAGENttM) =Srfflv>T 
. ^0.48kbc7)RenI-Bl£lif>T-^llIlRL/>:o 

tfz^ :^:m{l)xnhfifz-fy:^S. KpBsIISK (-) /sTNFRII-2 ^ M mMmBlyl (New Engl a 
nd Biolabstt^) ^ J: ([F$IJPI^^StvI (New England Bio labstt^) X'm^itlk. ^^JSI& 
:S:T:#'n-j^y;i/m^^7ltKiir'0fcLfCo QIAquick Gel Extraction Kit (QIAGENtt$£) 
V*T> jKj0.49kbOBlEl-StzI»f>t-=S-|BlJlZL/;o 
[0 2 7 7 J 

-If. y^:^^ KpBsIISK (-)/hC 7 l^MIM^mpnKNew England Biolabs1±M):fe J: 
mmmmSt^LlQie^ England BiolabsM) ■^M'fbm. mKBWi^T - :x^r}i^mmW} 
iZX^WLfZo QIAquick Gel Extraction Kit (QIAGENttSS) SrMv^T. ^3. SkbpOKpnl- 
StiI»f>T-^IlJlXLf^o 

±ffi-e#ett7ty7X ^ KpBsIISK(-)/sTNFRII-la5^SOKpnI-BlpIif>^•^ KpBs 
IISK(-)/sTNFRII-2ft^<^BlpI-StyIif>T-i3 i :^ ^ KpBsIISK (-)/hCy ia5^<^StyI-K 

EniifM-'SrLigation m^mmiMmmmnm) 2: y)mmKJBi^\^\ mKBWi^m^^^xiz 
m®DH5a^ CMmmm^m) ^MMmrnvrzo nhtifzmnmmn<oi^u->x^^zf9 

7.^ KDNA^rBl^L^ Big Dye Terminator Cycle Sequencing Ready Reaction Kit ver.3 
(Applied BiosystemsttM) ^m^^xmitom^M^liZm-oX KJB^k. |WI%I: DNA -9- 
-ABI PRISM 377lC<t ^^fyJ^^ KlCj^A^ tLfcif)t<^:^*@B^J=Sr^^L. 13 1 6 
Lfz^yT. 5 KpBsIISK(-)/sTNFRII-Fc7&«#P>tL/cC: i: ^mMLfZo 

(3) sTWRII-FcM'^SS <om$^ 
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ii h ^mii^^mm -pkantexqs h^-m, (2) -e# ^r/c r 7 ^ $ kpBsiisk (-) atn 

FRII-FcSrffiV^-CsTNFRII-Fcll!'^geSI&31^i?' -pKANTEX93/sTNFRII-Fc«rmT<^3^tr 
[0 2 7 8 J 

(2) ■e#P>tL/i7'7;^5 KpBsIISK(-)/sTNFRII-Fc'^api^^EcoRI (SMigtt^) 
:fe<J:r>'$IJPW*BamHI (New England BiolabsttiL) -Qm\m.. ^KJSfgt* T5?f n-;^>^ 
^^m^Wt-T^S-liL/^o QIAguick Gel Extraction Kit (QIAGENttiS) =£-fflV^T. *fH.6 
kbp<7)EcoRI-BamHI if>T- ^ HiR L o 

h AmM^'^m ^ ^ ^ -PKANTEX93 ^ 00 PI^^EcoRI (^Tiitttm) ^BamHKNe 
w England Biolabst±$^)Tm'fb^> mSfl>Jg[^T:«'n-;^>Jr';v^^^iJ,ir-C:9>iiiL/io QI 
Aquick Gel Extraction Kit (QIAGENttlJ) ^fflv^T. i^9. 3kbp<^EcoRI-BamHI»f>i-«- ISIR 

[0 2 7 9] 

^^CJC, ±ieT'#<btl.7tpBsIISK(-)/sTNFRII-Fcft3l5EcoRI-Ba#I©f>tt T'^;:^^ KpKANTE 
X93ft5^<OEcoRI-BamHI©f>^-=grLigation High^?i£(:*r^j|5^t±lK) i Mj^KlS=Sr^f 

KDNA^p^L. Big Dye Terminator Cycle Sequencing Ready Reaction Ki 
t ver.3 (Applied BiosystemsttIS) V>-C^#Ogi|g#tct^c) T^iSf^i^ |WIttcODNA-> 
-^>^-ABI PRISM 377tcJ: KJ-tf A$ tL/^»f>^om»Ig^J^<S;R^L> ^ 

1 7 ICTK L ■T' 7 ;^ 5 FpKANTEX93/sTNFRII-Fc/6«# hf\.fz^h =Sr?S^ L 5t o 

2. FUT8stfs^^7';vy y y ^ MfflJia-e(^)^^^3i 
*M^ajlC04:Stc|a«OFUT8itf5^i5^rjl'y yi^^T-i^ y»'^^-C^;|,CH0/DG44a 

Jia^temt UTfflV^T. 2f!:||JSM<^) liS-^ftSSLTtsTNFRII-Fc St-g-gSgH^^iJ' 
-pKANTEX93/sTNFRII-Fc^SA LT. sTNFRII-Fciiil!-^SeK(^^^^miHBJ5&*llifeM2 

[0 2 8 01 

^*l-fi<ItC600;t/ g/mLOG418:fe i U^200nMOMTXS-g'trIMDM-dFBS(10) :^*-e±i5i|nrtg;6»o 
. sTNFRII-Fcil!l!^^eK=S:^^1--S5^Kem»=^TOL/Co FUTSit^^iJ^^;!'^ ^ T 
b m J; 19 # e> tL/c^K^m* =^KC1194 h i&#Jt Tto 

3. sTNFRII-Fcll!'^Se«<7)«® 

^^S-esTNFRII-FcM-^geK^Jlt^L/co Ji)Lf^> ffi® L:^csTNFRII-FcM-^SfiK{i-e-tL-r 
^XKC11941C J: J? $ ^-S sTNFRII-Fc(-) is J: rF^^(^)(310/DG44«BJ3& J: >5 $ sTN 
FRII-Fc(H-)i:^|B1-^o 

4. Jiti8sTNFRII-Fci!li^SeKcD:9-^lf 

^*Jfef?fl03]^-effl$!i L/csTNFRII-Fc(-) :i5 i: irsTNFTlII-Fc(+) 03it®JR;fe J; UTc^i^tf 

H#jJD L T ^ cfi O :7 n - ;^ -^^ ^ j,j.TO;|i 13 L -C«t^. L fco 

(1) sTNFRII-Fc(-) ^ i 0*sTNFRII-Fc(+) Oif»$^S(7)fFffi 

:*^^M03:^-CfflM LTt^ffimsTNFRII-FcM'^gfiKOltJS// g=^ffi v>TSDS-PAGE=Sr^T 
[0 2 8 1 1 

SiC^LTto HffiSOffl^^aRti-etL-Pti., #^M7C^#T{i|^140kDa. M 
:rt:^#TT-{i*tJ70KDa<^^N*>' Ki: LTM^tLT^To Cco^r^fi. sTNFRII-FcHI'^SSKct) 
^i^S*^ ^^7C^#T-efi*fjl40KDa-e* , S7C^#T-e{i:9^i^|*I<^S-S*S-g->6-'®»f ^ 
tL. l«j70KDac^S^m{iir:9-i!^$tL^ iiv^^^-g- (Proc. Natl. Acad. Sci. USA^ 1999, 3 
6, 61-71) i:— ifcL, ^i±<^^^^~ffiffl<5DsTNFRII-Fc(-)^ J:rfsTNFRII-Fc(+)-C^i(l/N* 
9-:/ ifiWlk L T ^ <b , sTNFRII-Fc (-) ^ J: iy'sTNFRII-Fc (+) ifi^mz.'^^X^fzif^ 

(2) fflS^sTNFRII-Fcj|!l!'g-®a®<0-^a^^*f 

^^mm mm ■e# tt^c stnfrii-fc (-) :^ x ofsTNFRii-Fc (+) (DmwMSh o^mm.^^ 
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[0 2 8 2] 

^fflMsTNFRII-FcSt-^SaMSOO/igt U '>;VJi> K^r^^?-— fe'S/. g^SOmmol/L h U >^ 
M?^pH8.5UJl?iL. ItiSmLi: LT37t:. lB^^RJS:^-<^fco -SlJSamtcMabSelect (7 

NFRII-Fc (-)x-ity=i~:^(D\^-^ mm m^iikT-^^ ^fz:itit>{b. y^-^ ^i^^ l 
[0 2 8 3] 

\>X^(D^^X !9 . sTNFRII-Fc(-)ON-i5^'J Kj^-^m-^a^fglcoMTC^SSON-T-b^ 
(^3) 

sINFRII-FcM-^MfiKco y n - x#^'^;t«SM<^#J'^ 

y=i-:^^^ti'j:\^mmm (%) 

sTNFRII-Fc (+) 7% 

sTNFRII-Fc (-) -100% 

immm 5 1 

[0 2 8 4] 

siNFRii-Fciu-g-n fi K<Dmnmm 

1. sTNFRII-FcM-^Sfi®OtrLTOFRim#{C^:ti-^^JStt (ELISA^*) 

l%BSA-PBS?:100^L/'>a.;i^T-iPx.. ^i^xmmKB-^^xn^ir:hm^m'§:yU'y^L 
tzo l%BSA-PBS=lr^*L. sTNFRII-Fc (-) t fc{4sTNFRII-Fc M^50fiL/^:^n^xmx.. 
^W^2mmKJic:^^-^tZo KJB^. ^■>^;^=S:Tween-PBS-e?5fc^L> ?BSX500^\,Zi^m.Lfz 
^)^^^'yV--i£mm^^m}^hIgQ(FcmWmW. (American Oualextt^) ^~:^i^m 
mtLX. ^tL-rtL50/.L/'^7a:;V-etrax.. ^S-emrBlKJS$-tJ:yi:o IVeen-PBS-Ci^fe^^. 
ABTS*K^ ^ ^jn^XiU^X^^^-^, OMlb^M^LfZo 
[0 2 8 5] 

^mi 9i,zmLfZo sTNFRII-Fc (-) is J: O^sINFRII-Fc (+) ti . tC^TNFRII 

m,mz^^-t^^t:/)mmx^^ ^<D^^iimm^x^':>fz^it7!)-h. i'^mLfzmmm 

m(Dm^£ ^ -a«C0sTNFRII-Fc (-) is J: Z7sTNFRII-Fc(+) <D izmm tCj^HI" * ^TNFRim#: 

izM-r^Ki;E^'mzm^>:^m^^^t7!)mm.^tifzo 
2. BTWRii-Fcm^M&^mcy ^^miiam^mn. (elisavS) 
nmm3(7)3mzi?,m.<D'jjmtmmKn^fzo mu, m^LfzsTmiii-Fcm^m&w<DWk 

[0 2 8 6] 

^**a2 Otr^L/Co sTNFRII-Fc(-):fei:c;^sTNFRII-Fc(+)JCOv^Tift,K>fi£:i?6<|j&^'^ 
■imm^fi. FcYRlUaKMi-:hsTWRlI-Fc(-)<Dm^mm±. sTNFRII-Fc(+)<^M'^^S^4 
J: 19 ^bl^V^^>OT'^f3. raii(^Fc7RIIIac7)#^T-«-e^o7to tfz. sTNFRII-Fc(-) 
*5 J: (y^^sTNFRII-Fc (+) tFcyRUlatom izm^ii)mm ^^fzZtX^). sTNFRII-FcOFcffl 
mi. Fc/IIIatM-^L^ ^^E'^^J:^LimM^ t 'oX\^^:h :z ti!)^^^titZo 

[0 2 8 7] 
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CDajg-^liLFA-SKpf-f ^-Fcift-a-geR (LFA-3-Fc) (Di^m 

( 1 ) cD27g^ttLFA-3 kp< >' =^ 3 - vr^dMomm 

USP591411UCiem^7)CD2^'^ttLFA-3 > tFcill-g-gfiSI: 3 - K1--2>cDNA4rPCR}*=^ 
[0 2 8 8] 

IS^J#^38 HIBmoSe^jUfi, CD2^'^ttLFA-3K^ ^ ^-=^3- Ki-;z,@2^j05' 5K^iz 
9:^S<^^^!SiR||iti:LFA-3^^ri:^'>^*^;Vi5^i)*a<^AtL/co 3' H hFc<7) n ^ 

[0 2 8 9] 

^t'J^^^U^^h^^ -mr^mmm, lfiUt^j:^mz0.2iM dNTPs^ ImM^^'fb-^ i?^ ^ v"> 
-i^^^ttKfBmzm^. -^hKOA/xU M13 primer RV (^M^ttfcM)^ OA/uU M13 primer 
M3 (GENSEmm) i5j:CF2.5#^SOK0D polymerase (M^^mnM) ^m^^X. ^msOfi 

25-i?-^.i5^;V. ^<Dm4X:5^m^l^4 ^ )^^xn^fZo mKBm^QU quick PGR purifica 
t ion kit (QIAGEN=i±M) KX^ML. UmMm^l (New England BiolabstfciSi) ^ J: 
m^mmkhftil (New England Biolabs=l±S£)-eM'fbm. mKJBWLi7:ffu-:x,^}\,^^^ 
MizmLfZo QIAquick Gel Extraction Kit (QIAGENtfcM) SrMV>T. ^0. 42kbOKpnI-Al 
wNIUfK-^HliRLfCo 
[0 2 9 0] 

^l-. ^mm4. <Oim(2)XV!FULfz':/'y :^ ^ KpBsIISK(-)AC7l ^©JPI^^AlwNI (N 
ew England BiolabsttS) ^ J: U^MRS^^Afllll (New England Biol absttSS) xm^ft^ 
. ^KBm't7ifXJ-:^y)\ym.M^'^iZ^\^fZo QIAquick Gel Extraction Kit (QIAGEN 

tt®) srfflv>T. miAkh<DMi-Aniim)^^muLfzo -^t?. m-:^y^< v^mm 

^^AflllKNew England BiolabsttM) j3 X O^^MP.E^^KpnI(New England Biolabstti^) t? 
m^im. mKBm^7:ffu^:x,r}l^m^mSHzmLfzo QIAauick Cel Extraction Kit (Q 
IAGEN^±^) ^fflV^T, *?l2.5kb<^>AflIII-RBnIif>t«rlIIJRL7to 
[0 2 9 1 1 

±IBT-#7tPCRS*(^KenI-AlwNlSlfJt. -f^:^^ KpBsIISK(-)/hCy lfi*«OAlwNI-AfiII 
I»f>t^ J: Xfzf^ 7. 5 KpBsIISK(-)/hCy lS5^<^AflIII-KBnIifM-*Ligation High^fSC^ 

wmmnm) 'i:m^^xmn<^mmmz^o xm^Lfzo ^ <DmK Lxn h fLfzm.m^^ ^=7 
YmmwL^m^^x±mmm5m {-Mwmm^tm) -^i^nm^i^. MMmn^<Di^m 

-yX i9#^7;^ 5 KDNAtP$!iL, Big Dye Terminator Cycle Sequencing Ready React 
ionKitver.3 (Applied BiosystemsttSS) «-Mv*T?^#0^|g#jctJl&o T^JS^:. IWjtt 
(^DNAv - ^ ^'^f-ABI PRISM377^C J: 0 5 Kllff A$ tL/>:PCR»f>^-om*ie^J 

^ L^ g 6?/(^:^^@e^J ^mir;h 0 2 1 frC:^ L/v: 7^9 5 KpBsIISK(-)/LFA-3-Fc76*# «b 
fz:it^mm.LfZo 
[0 2 9 2] 

( 2 ) LFA-3-Fcill'^® e Kl&m^ iJ' ^ - 
h-fbiri^^ilffl^i^ ^-pKANTEX93t^M^?il6 0i:^ (l) T-#^ tLfc "/^ ^ ^ KpBsII 
SK (-) /LFA-3-FC =Sr ffl -CLFA-3-Fcll!'^® S KHm^^ - pKANTEX93/LFA-3-Fc ^ JUIT 

(1) tLTt y ^ ^ KpBsIISK (-) /LFA-S-Fc flj KP^EcoRI (^MatttSSi) 

tMPl^^Xcml (New England Biolabsttm) X-mit^. ^R/S?g[«rT^n->^.^;l/m^ 
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M^^^sSxU/'!'''^ Extraction Kit (QIAGENttM) ^ffiv^T. *i,0. lkb<;9EcoRI- 
[0 2 9 3] 

^>^^^m.M'^^^*^f^^^'^^^"^^™3^*"''-^^^^I (New England BiolabsttS^ 
) tBaniHlCNew England BiolabsTO) T'M<t:^^. mKJ^^m^T :^-u ~ xV)VW.%^mizm 

k^mf^''''^^^- Extraction Kit (QIAGEN^fcM) ^fflV^T. m.Okh<Dlcml-Bamiiimk 
tmthl:;,r^^^^^ E^^l^d Biolabst±$a)ti^Rll^ffiT 
T7mJcFfn£^^ QIAquick ^ Extract^n 

Kit (QIAGENttSf) =S:ffiv^T. #tj9.3kb<^BaniHI-EcoRI»f>i-^llliRLfCo 
[0 2 9 4] <Li_iHA.L^/wo 

JkK. -^SS-C:#<btL7tpBsnSK(-)/LFA-3-FcS5feEcoRI-XcmIif>ti:7'v>^5 KdKANTEX93 

^^MDH5a*fe *?^HtemL. 3gK^^*co^n->iT^^^™K^N 

Mn! . *+ii?'lm""'"^^?f ^^^^^ Sequencing Ready Reaction Kit ver.3 (Applied 

Fcl#Sf §fi^^^Se^'J**1-^02 2H^L;t^^>^^ KpKANTEX93/S'A-J 

[0 2 9 5] 

eSfSSr/J^L'^^li^i^T-'^^^''^ ^«fe-^'li^^tl;6^o. LFA-3-Fca^g 
W«5^*^KCll98tiS#ttJto ^-7 i^mmJ: 9#6tL/L 

3 . CD2M>^ttLFA-3 ^ :^-Fcl6'^^fiK(7)ftg« 

±fS^MW^2:«T^'f^i^LfcLFA-3-Fcljl-^geK<7)^^^5&^EXCELU01:^flfe (JRHtt^ 
1 55^-^1000'»L<^^^-^^T'^«LfCo ^«±»J: >9 ^Jfef!l2m:^trfe«o^^-eLFA 

44S???SS?S^r;: f ?) ^^i^A-3-FcM^gs«^.?t.J*£ISS 

44Mk J: >?^^$tL^LFA_3-Fc(+) KC11981C J: l9^^$tLSLFA-3-Fc(-) fc^fBf * 

o 

4. »mFA-3-Fci!l!'g-geS<^):S'>W^ 

(1) LFA-3-Fc(-)*3j;0?LFA-3-Fc(+)(^fflM;K(^M 

:.vf f f ?2f #^^7C*#T(±|^,115kDa. ^7n^#TT'{i^60KDa<^ 

±^n.Rn 5Jh LFA-3-Fcil^!^MeKco^^^;5^ ^«7n^#T-C' 

^l?'? ^^2^° (^''°''- N^^^- Acad. Sci. USA. 1999. 36. 61-71) t-^L. m± 
'^^/f^-ff'^^^-^-Pci-) X WA-3-Fc(+) -e^tt.N-^ - yyt^mU LT v^^ ^ t 

tft'™\P^"^^*^^^-3-^c(+>^*^^^^^^J-='- h'^tifzM^ <D^sV rmt 

(2) mmLFA-3-Fcm^s^M<DM^mm.m^m 

nmm2<Dm(^jZ^m<D-:^mx^n<>fZo ISL. CD2M^ffijrA-3K^^^jC(i3M^ON- 
^r,; rrv K^^«^Mi»®(M^tRffi:6q^;& (USP5614111)1-;5>i t;?,t^^tLrv>rA. 

taiE#2 004-3101921 
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•ofZo 

[0 2 9 61 

f^iCMabSelect (7 r JVvS^TttSi) :f} y A^^mU^^KU^^. ffiv^TFcUfM-^ffiSiL 

LtZo LFA-3-Fc(+)"C{±7=i-;^;{)S|t'^Lrv^/^V^i»IIco#J'g->6^7%-e^o/::o — :^r^ LFA- 
3-Fc(-) X-ii •7^-7.<r>\L~i; {±^ffiPl#mTT^) <^ti^ti)^h. - 7.ifim'^\^X\^ 

[0 2 9 71 

m±<^l^mJ: 19. LFA-3-Fc(-)<0N-i^V K^^:^'^MII^<7)«7C5K3ISON-T«fe^;V 
(^4) 

LFA-3-Fcll[-^ge®<^ 7 3 -7.m^:^^<n>%^ 

Mag^ 7 3-><^=£r-^t^v>mM^ (%) 

LFA-3-Fc (+) 7% 

LFA-3-Fc (-) -100% 

mm 7 1 
[0 2 9 81 

CD2*t'^ttLFA-3 Y^^y -FcSfi-^M fi K coSttfF^iffi 

1. )EM±OCD2^^-v.<0^'g'^(^3fe^#:^) 

%1Mm(Dm. -ef^aSl L 7t LFA-S-FcM-^S a K -e ^ LFA-3-Fc (-) *3 i m.FA-3-Fc (+) h 

^Wm0f^h LT(i. CCRF-CEM^Jia(ATCC CCL-119) =Sr^V>fco 
[0 2 9 9] 

\^ x.}\^mz^2' 10^^OCCRF-CEM$fflfla«r96'> i^WU^-/!^- h i::^aL. <2r^«0:^^ ( 
«*n:^fe : ^^JikliTiJ (1985)) -eLFA-3-Fc (-) is J; m.FA-3-Fc (+) =^FACSffi7^1ff?gt-e43 
5nmolA:&*?7M**^t/v:?#^=£-100//L/'j7^;vt LTjflDx. 7X4'-C30:9'r^MJ&$-ii:^^o FA 
CSfflM?i£T-2lit$fe^f^, PE^^mjIi; t MgG (Fc 7 ) tn:# V > ■ n - ;i' ^ - tt^) =lr 

FACSfflM®T8[tCT50<&t::^«^Lf>:^§f£«-50A« j^;i't?j&nx.yio 3£^L5!k.«t»-e30^lgRJc? 
FACSfflM«-C3l5IiSfe^L> VD— iJ-W' h^-^'-t?^^S^jg*i8(I^U^o 
[0 3 0 01 

121 2 4 K7s^\^tz i: ^ LFA-3-Fc(-) :f5 J: mjPA-3-Fc(+) <^CD2^60^'&M'tt(±|Wi^fg-e 
^)o:^Co CD2tLFA-30|t'g'tC(±«imi^«|iO^#7&«:feiv^^:#^$ttTi/^S76* (Trends in 
Glycoscience and Glycotechnology, 11,1 (1999)) . "7 3 (^i^'g- L"C«/>5S:V>LFA-3-F 
c (-) :&-^T' ^> IS-^mi* i:: (i $ ^ i t $ ttT^: o 

2. Fc/RIIIa-^O^t-a-^SI^ 
|im«^303]llCfB«<^:^ifet|SI#lc^fTo/:o mt. SiJ^L:tLFA-3-Fclii'&Se®<^58feK 

^HtiSSnmol/L*^^ t L^Co 
[0 3 0 11 

^ HI 2 5 L /Co LFA-3-Fc (-) *5 J: sLFA-3-Fc (+) W 6<J t^Fc y RlllatCig 
-e-t^ i t /{i^'^iE^tL, FcyRIIIat3^-r^LFA-3-Fc(-)<?)Fc7RIIIatC*«|"r^^'^^Stefi 
. LFA-3-Fc(+)0-?-^J: «) fc;^V>^><;OT-^o/Co i<Oi|iS:^J±. -am<^Fcy RIIIaO#?^"C 

LFA-3-Fc(-) tLFA-3-Fc(+)<or^ti{±. Fey RIIIaJC^-T ^^-^tS'tt*? J; OTcH^t'^^ 
■t ^ 1118^1=' <^ 7 3 - lb ttr is 19 > Fc y RlllaiC^-r -5) ^-g-fS-fecO^fiFc 
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(1) t: b*tiJfll#^^cDNAcOf^M 



0) 



^^^^^^^^^JlieSf^"^^^^^""^^ H^AcDS^MJfll 30inL>J^e>. RPMI1640-FBS(1 

n^ m ImAT^i'S^l^^^ ±V»^^*t. QIAamp RNA BloofMi 

[0 3 0 21 ^RNA^ttUiL/Co 

d SN^A^'^'^'^'''''.f':^^^ SUPERSCRIPT^" Preamplification System for First Stran 
d cDM Syntheses (U^^^^^ *«^^^^#0|^^*^ct^v^ ^T^m 

U; ^FcyRIIIagag^^.n- K-^^ScDNAOTO 
[0 3 0 3] 

[0 3 0 4] 

PCRm. ^^^£"'?^^QIAquick PCR Purification Kit (QIAGENttM^ *-fflb>-r4*Mi *f 

"^'If l^^lZt^^^^^^mzmu PCR*^o*^8oobp^>t™:^^^ "^^^ 

^®2;+Mr5vr^ i;?^?^^"^ ^^^-^ 2.5;«g (Stratagene^±$lt) ^MPl^^EcoRI ( 
[0 3 0 5] 

r . v-?TJ^- \ ^DNAS:Ii^L. BigDye Terminator Cycle Sequencing FS Readv R 

kVJ ^iSf ■^"'^^^^^^^'^ hPcy RIIIa<^cDNAO0RF^«@B^jf 

tT2aScOhFcyRIIIa^n- K-t^cDNA^S^ -o{± 

tbtE# 2004-3101921 
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(3) nr^tthFc7RIIIa(F)=£-3^K-r^cDNAO|3l# 
ir^tth^c^'ml'^rSJ^fl^^ (Se^J#^4701~193#e) tC*5igtcHis-tag@B^.J^#o 

' I * iT-c 35*!?> I'^r^"*""- ssr-eao^iB, rzv-cemm?'^ tiHii 

10 3 0 7]' 

PCR^^^ -SI^SflSSrQIAquick PGR Purification Kit (QIAGENttM) *-mu^-r**fflii) ^.#«f 

[0 3 0 8] *^3.5kbp<^©fM-^llIiDii:7to 
*."^™a^^'''I^'''^"^^^^^ cDNAa*iiM>ti::^^;.5 ^Wcr RIIIa5-3fi5feO»f>i- 

f ^ ? \, Terminator Cycle Sequencing FS Ready Reaction Ki 

(0 3 0 91 

(4) ^SehFcrRIIIa(V)4-3- Ki-ScDNAWWW 

sbFcrEIIIa(V)i|Bi-Jt3- K-J-ScDNAS-jaT® J: -5 

10 3 101 

SpOm/s @« Lyt! ° ^'"«^*»'-« hPc,. RIIIa(V) OS" *S8«**t,«2. 7 
B*fhsnu7tmiZ'^ril ^■^f^7iL"lR-Hi=3*«KB5gAl.NI (N« England 
[0 3 11] 

^tmlT'Zli'- ' k""'^': jniaSSJOif^t t-^y:,^ KpBSFc , RIIIa(F) .His3S 

^fflv xxiteMDH5«;^ (M^^^nm) ^mmmmLtio nhfLfz5^wmm<^iru- 

ffiiE# 2004-3101921 
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>i O^T'^^'.? KDNA^l^^L. BigDye Terminator Cycle Sequencing FS Ready React 
ion Kit (Parkin Elmer^im) i:m^^xm-i<^U^9izU-oX KUt^^k. |Wltfc(ODNA'>- a:. 

Fc 7 RIIIa+Hi s275*# hfitz^it t fz o 

[0 3 121 

LTtshFc y RIIIa(F) <^^:gcDNA@e^J =^@2^J#-^53> ^fiizMl^-ir ^ v ^i-)l^mm ^ 

(5) shFc/RIIIa(F);J5it>'shFcyRIIIa(V)0^3S^:J' ^-<^)«|| 
shFcyRIIIa(F):feJ:c;fshFc7RIIIa(V)<D^^^:^:5^-{4. JSHTO J: d LT«|| L;to 
[0 3 13] 

(3) is XX/ (4) T-tfe.ttT^cT'y;^ 5 KpBSFcy RIIIa+His3*3 J: ^fpBSFcy RIIIa+Hi 

s2o -g- fim ^ m isB^EcoRi {^mm±m) isxm^ (^mi^nm) xm^m. r^r 

y'y:^^ KpKANTEX93 ^ $IJ Pl^^EcoRI (^tS^tttM) isiy^amHI (MittfciS 
) ■em'fbf^. r:^x^-y.V}um^m.mKmL. l^l0.7kbp<O®fH-^(alJ|XL/Co 
[0 3 1 4 1 

-hl2T»#/:shFc7 RIIIa(F)cDNA:j5 J: (U^shFcy RIIIa(V)cDNA=l:^tr#DNA®f>i- ^ ^ ^ X < 
KpKANTEX93i*<7)if>T-=^. DNA Ligation Kit Ver.2.0(^Matttm) ^^ffiv^T^^^JS^ 

K^^^*<^^'n->'i 5 KDNA^PSL> BigDye Terminator Cycle Sequencin 

g FS Ready Reaction Kit (Parkin Elmertt IS) «:fflv>T^#(^|5i55»irtJfec> TKlS^. 
IWlttcoDNAv-^ J^>-i^-377m: »5^7'7;^5 Ktrjf A$tL7tcDNA<7)j^^@e^J?rli|^if 
@ 6^(0shFcr RIIIa(F)cDNA^-i'tp^^^^' ^ -pKANTEXFc y RIIIa(F)-His j3 X tFshFc y RII 
Ia(V)cDNA^-^£f^m^^' ^ -pKANTEXFcy RIIIa(V)-His7i-'# ib tu/c C: t ^miS L/co 
2. shFc 7 RIIIaC0^5^^jg*IHJi&O{lEm 

:4s:##'^013St?«^ bfcshFcy IIIa<^%^^i^ ^ -pKANTEXFc7 RIIIa(F)-Hisi3 J: Z>pK 
ANTEXFc7RIIIa(V)-His ^ ^ h 5 n - -r YB2/0lffla& [ATCC CRL-1662. v?^-:h;V • :^ 
y ' ■ iruiy- (J. Cell. Biol.), 93, 576 (1982)] izmXL. —S^iOs 

hFc 7 RIIIa<^^^^jg« * JJllT L r f^SIl L o 
[0 3 15] 

f IJ PW^Aatll-t^ri-fb L . m^'lt L /wpKANTEXFc y RIIIa-Hi 10/^ g^ 4 X 10^ IS OYB2/0 
M-^J^V'i^ hnsKW-i/g >^ [-^--r hr-iJ'y ni/- (Cytotechnology). 3, 133 (199 
0)] xmX^. 40mLOHybridoma-SFM-FBS(10) [10%FBS=Sr-^tpHybridoma-SFM^Afe(Life T 
echnologiettS^)] tcMi^L. ee*!? i Jl/;^^lffi"7'^- > m-^^- ^ y vnWk) \Z200fi 
L/«i7i;v-fo^-^LfCo 5%C02-f >'^^-^-^-f*I-e37'C. zmm^mhfz'i^. G4 

18=Srl.0mg/mLiC^;i, J; ^ iC^tP L-Cl~2iiF^:^« L/^o Gmmn^^irmM^^^<^^^ 

^-•A^mmL. mm<Dmi^htLfz^j^)i^xi)mm±m^m^L. ±?tf<^shFc7Riiia<^ 

[0 3 16] 

:^*±Vt4' twshFc7 RIIIa(^%^;&5Ma6 e> :}X7t V^T {±. dhf rit 

fE^iiilii^'S:flJffiLTshFc7RIIIa^«=S:iiJp$-tir;S.g6<jt?, G418=^1.0mg/mL. DHFR<^ 
m»3|iJ-C*^Mn (SIGMAttSi) *50nM-^tfHybridoma-SFM-FBS(10):^:Hfet'l~2X10=*fflJ3a/m 

Uzrj:^X^KmmL. 24-^7 > (GreinerM) {Z2iiL-r^'^mhfZo 5%C02^ 

>^r^-^-^-F«3T'37*t:. l~23aK^«L.r. 50nM MTX»&'Sr^1-?i^K^S^*=^^SUfc 

o j^Mmmw<Dmm7i)mi^ h f^tz jKo:^«±?»4'OshFc7 Riiia<^^ii» ^-^m^m 

05]gfrc^-#-ELISA&tc J: ») L^o ^^^i^'t' iCshFcy RIIIa<^^31*«^i«) hfLfzt; 
;K^?^K^i^^iCOV^-C{i, ±|Si:|Wj;itc7):^?Sic j; i?, MTXitE^lOOnM. 200nMtjlS^± 
ft*^6<}tcG4184rl.0mg/mL. MTX^200nM<^ii|g-e'^tfHybridoma-SFM-FBS(lO)^;te 

■eitm^ife/j-o, s\iFcy^iii2.^i^^m-rh'j^nnw^^nfzo nhi\-fzi^9.nw^\zn 
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n - >KC1107^ i r>Wcy Rllla(V) i^M-T ^=m^^mmUi^ n - ^KCllll^^;^^: 

o 

4. shFc7RIIIa<^iitiit 

^0^m'D2mx-nhtitzshFcy RIIIa(F) ^^M-f ^hMMm^l^m^^ u ~ yKCllOlis i 
r>'shFc7RIIIa(V) ^r^S1-^?gKlKj^|,«i5' n- yKCllll=^G418=Srl.0mg/mL^ MTX=^200nm 
ol/LT-^tfHybridoma-SFM-GF(5) [5% Daigo's GF21 (fD^feM^ttM) ^#tfHybridoma-SF 
M^:«il(LIFE TECHNOLOGIESttM)] KSXIO^ mWoLt^j:^ J: ^ izMM L> 182cin2 y ^>t. n ( 
Greinertt^) (C50mL:S^a Lt^o 5%C02 ^ > ^ j^^- ^ -|*IT*37'C-T?4 S F4%«^^. 
Vt^SrlliRLTto :^«±vt J: 19 Ni-NTA agarose (QIAGEN1±M) *7A=S:fflV^T, ^-hj" 

<^^??#twtj&v^, shFcy RIIIa(F) i3 X Z/shFcy Rllla(V) ^mmLtZo 

5. shFcrRIIIa(F)i3J;lh'shFc7RIIIa(V)0^ffi (ELISAffi) 
:^«Ji?t'^'^^v^}iiitML/cshFc7RIIIa(F):feJ:r>'shFcyRIIIa(V)<^3^HJ. ^a^i^ ^ 

Tt::^i-ELISAv£(c J: JjJfroTto 
[0 3 17] 

His-tagtC^i-;2>-^'>:5^i)T[;#Tetra • His Antibody (QIAGENtt$^) =l:PBS=l:ffl V^TS/u g/mL 
tC^llLfc^Ta^96':' j^;V«0ELISAfflO7'V~ ^ (Greinerthia) 1'50^ a^;V-e^^L 

. 4t:. i2wm&.±KJB-^^fzo ,R:ft>f^. i%BSA-PBs^ioo/iL/'>:r-;v-ejnx.> 
KB^^xn^-t^hi^^m'tzru y ^ Lfzo i%BSA-PBs^^T, ^m^^w<Dmm±m^ 

^ liffli^ Ly^rshFc 7 RIIIa(F) i3 i tFshFc 7 Rllla(V) 0^ffi#f?^?et t:50 L/'^ ;^-eji)B 
x.^ ^za-ei^lSRlSi^-^fCo R/iS^> ^-t^iJV^TVeen-PBS-C^^t^-t^, 1%BSA-PBS-C50^ 
tC^^L/::lf ^J-^^^ft-V"^;^*?!:!! fCD16^#:^vg: (PharMingen ttM) 'SrSO^u L/-^ ^ 
iJDx.. ^ia-Cl^F^KjS;$^^yio S^&f^^ Tween-PBS-e^^f^. l%BSA-PBS-t?4000^§H^|l^ 
L/^^;V:^-^'>ir--t*miStAvidin D^v^ (Vector ^±3^) =£r 50 L/-^ ^ ;i'r'*nx.. 
WmEB-^^tzo KiB^. Tween-PBSt?^5fe»^^ ABTS^®flSti&50/«L/'>au;VTJrax.t:|&^ 
5^mz5%SDSmm.^50fjiL/^j^JV'^Mx.XKlBii^±-^%fZo ^<0^. 0D415«rTl!l 

[0 3 181 

imi] mm. -z^;^ 5 v^mwmeo<^mm'^mLt:mx^^o 

[m 2 1 m 2 fi. CH0/DG44|H^(7)FUT8^3i:51f5?-=Sr 1 3 H'-^-^ L 5 7 ^7 T 
^a-T - , ^5y:)':}'T'i/>i?'n - >'50-10-104:fe J: XJ^mWX $> ^ CHO/DG44*fflJ3a 
m 3 1 la 3 (i. CH0/DG44^fflJ5&<^FUT8M^:«l-l^»f5^*S![:« Lyt 7 -y ^ T -i/ h 

m4] 0 4 ti. CH0/DG44^Ji&OFUT8M*t5titf5^«-«|3^ L/C :5^y;V 7 y T "i^ h ^ 
n-^ J; i9^^J»'ttatte^'^^*t/:^'n-ycO<>'y A•9-■^f>S>tff^:^^:^L/IIil-e 
ffitttaiE^^*^ n - >4-5-C3. •yiJ'T'^hr^n - >WK704^ ^ 5 y y T 

ims] msii. -Z^;^ 5 FpBSnSK(-)/CC49VHS:^L^ia*C*);i>o 
[II161 meit. ^7^?. § KpBSIISK(-)/CC49VL^^L/:^-e^<g.o 
Iill7l III7(±, -/v;^^ KpKANTEX93/CC49scFv-Fc ^^L7fellIt?^^o 
[HI 8 J ma it. ffim t /ctn:TAG-72 scFv-Fc(-) i3 X X/mAQ-72 scFv-Fc(+) (DMjt^ 
XJ^0^7G:^m iz^if:^ SDS-PAGEO ^ --yi^Ltzm-^^^o S&M 
(Dm^ii. i^-v->-:/'; VTv (CBB) x^^fzo 

[1191 m9li. mAG-72 scFv-Fc(-):33 i rfSLTAG-72 scFv-Fc(+)0^11-e*;5TAG- 
72;&-*f&m L T V> ^ Jurkataia-^ <^#t-^tt gfiKift^^gS'fb^-^TiaO^Ufc^-e^ 

miiP^ 9nrv/!— Qi ni q9i 
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l^Lni^!^2mt2*ffr-i!^^ (B){i*a:TAG-72 scFv-Fc(-). (C) lim^MMX^^ ^ 
jmi 0] HI 0(i. ffl$gL7t^TAG-72 scFv-Fc (-) ^ J: t>mTAG-72 scFv-Fc(+)0^ 

ittrti^-ro 0'&*^TAG-72 scFv-Fc(+). A,&mi4*tfiST'^-?,KM8404 

JSr voLSi:^!^:.?^^'''^'^^^-^^ scFv-Fc(-)i3J:t>mTAG-72 scFv-Fc (+) Otfi; 

fJ O^^mTAG-72 scFv-Fc(+)=&.^a^tL^i-„ m 1 1 OAtiF 

C7RIIIa(F). mi imi±FcyRlll2i(Y)T<D^^^^firfi^^i-^ 

J^mlrlo^iV^^ «i^t7-fei:TAG-72 scFv-Fc (-) ^ J: CFin:TAG-72 scFv-Fc(+)0 

r.?^ P^^f;I? scFv-Fc(-). O^^mTAG-72 scFv-Fc(.) ^^a-Ttt^^rST 2 
«^7RIIIa(F). m 1 2 cOBfiFcy RIIIa(V)-^(^M^^'^tL-e^tL^i-„ 

r 7^iiLf -J-.V^T scFv-Fc(-);feJ:rftoG-72 scFv-FcW<^TA 

St;? v"."^ ^^'f f •^^mfAG 72 scFv K 

mi 41 Jl 4tt. yyx^ KpBsIISK(-)/sTNFRII-l^^Lfcm-Cib*o 
f J 5^ ^'^^ ^^-^^ J^PBsIISK(-)/sTNFRII-2^^L7tlIlT-afe-2>o 
mi 61 mi 6{i. y^;^^ ^WISK(-)/sTNFRII-Fc^/^^L/cmt?*-2,o 
imi 71 mi 7{±. -f^:^^ KpKANTEX93/sTNFRII-Fc^^^L;tm-e^^o 
JSi ± ISi- 2;.f f t ^^sTNFRII-Fc(-) i3 J: r^^sTN^II-Fc (+) .^SDS-PAGEOMtc 

cnZilif ^ 9 JL JjmFRn-Fc(-)^^ i tFsTNFRH-FcWc^^TN^ 

SiSf !;2S'?I'^^'^^^*^-^° 0;6^sTOFRII-Fc(+). •;5*sTNmi-Fc(-) 
i^flilml I \^^^-^^-'^n-Fci-) ^ X t>'sTNFRII-Fc(.) c^shFcy RlllatC 

liJ^vTum^it^i^^^ A^WcyRIIIa(Phe)M. B:6WcyRI 

fSo il 52 l»i> y^;^^ ^WISK(-)/LFA-3-Fc*^L7-mT»*;|.o 
[02 21 m2 2(i. KpKANTEX93AFA-3-Fc=S-^L7tm-^*«&o 

5L^'*^ ^^L./cLFA-3-Fc(-)i5J:caFA-3-Fc(+)(7>^7n^^SfeJ:?>'^^^ 
7G-I^^t.i5tt>g.SDS-PAGEom^^S/^N°i5^-;^^^L^cm'e^«2,„ SeSO^-feti 
-v->~y.; Vr>>r;u- (CBB) -cfiro^o ' 

ifilLSi ^ ^A-3-FcW0CD2||||^»t'^ 

A-3-Fc (+) > •;d«LFA-3-Fc (-) (D^^^^ ^^-rtL^i-„ 
[m2 5l m2 5(i. *S®L7tLFA-3-Fc(-)^'J:caFA-3-Fc(+)OshFc7RIIIatC^i- 
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. mmiz^^y:r)v^mzisif;h^^fBn^^i-o 0^-'LFA-3-Fc(+). •^TO-3-Fc( 
-)<Dm^^'ttl'eti.7Firo A:d«shFc7RIIIa(Phe)M. B^^hFcy RIIIa(Val)MO#^lC 
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SEQUENCE LISTING 

<110> KYOWA HAKKO KOGYO CO. , LTD. 
<120> Fc-fused protein composition 
<160> 65 

<170> Patentin Ver. 2. 1 

<210> 1 
<211> 1504 
<212> DNA 

<213> Cricetulus griseus 

<220> 

<221> CDS 

<222> (1).. (1119) 

<400> 1 

atg get cac get ccc get age tge ccg age tec agg aac tct ggg gae 48 
Met Ala His Ala Pro Ala Ser Cys Pro Ser Ser Arg Asn Ser Gly Asp 
1 5 10 . 15 

gge gat aag ggc aag eee agg aag gtg gcg ete ate aeg ggc ate ace 96 
Gly Asp Lys Gly Lys Pro Arg Lys Val Ala Leu He Thr Gly He Thr 
20 25 30 

gge cag gat ggc tea tac ttg gca gaa tte ctg ctg gag aaa gga tae 144 
Gly Gin Asp Gly Ser Tyr Leu Ala Glu Phe Leu Leu Glu Lys Gly Tyr 
35 40 45 

gag gtt eat gga att gta egg cga tec agt tea ttt aat aca ggt ega 192 
Glu Val His Gly He Val Arg Arg Ser Ser Ser Phe Asn Thr Gly Arg 
50 55 60 

att gaa cat tta tat aag aat eca cag get cat att gaa gga aac atg 240 
He Glu His Leu Tyr Lys Asn Pro Gin Ala His He Glu Gly Asn Met 
65 70 75 80 

aag ttg cac tat ggt gae etc ace gae age ace tge eta gta aaa ate 288 
Lys Leu His Tyr Gly Asp Leu Thr Asp Ser Thr Cys Leu Val Lys He 
85 90 95 100 

ate aat gaa gtc aaa cet aca gag ate tac aat ctt ggt gee cag age 336 
He Asn Glu Val Lys Pro Thr Glu He Tyr Asn Leu Gly Ala Gin Ser 
105 110 115 

cat gtc aag att tec ttt gae tta gca gag tac act gca gat gtt gat 384 

mm^2 004-3101921 



2003-350158 



2/ 



His Val Lys He Ser Phe Asp Leu Ala Glu Tyr Thr Ala Asp Val Asp 
120 125 130 



gga gtt ggc acc ttg egg ctt ctg gat gca att aag act tgt ggc ctt 
Gly Val Gly Thr Leu Arg Leu Leu Asp Ala He Lys Thr Cys Gly Leu 
135 140 145 



432 



ata aat tct gtg aag ttc tac cag gcc tea act agt gaa ctg tat gga 
He Asn Ser Val Lys Phe Tyr Gin Ala Ser Thr Ser Glu Leu Tyr Gly 
150 155 160 



480 



aaa gtg caa gaa ata ccc cag aaa gag acc acc cct ttc tat cca agg 
Lys Val Gin Glu He Pro Gin Lys Glu Thr Thr Pro Phe Tyr Pro Arg 
165 170 175 180 



528 



teg eee tat gga gca gcc aaa ctt tat gee tat tgg att gta gtg aac 
Ser Pro Tyr Gly Ala Ala Lys Leu Tyr Ala Tyr Trp He Val Val Asn 
185 190 195 



576 



ttt cga gag get tat aat etc ttt gcg gtg aac ggc att etc ttc aat 
Phe Arg Glu Ala Tyr Asn Leu Phe Ala Val Asn Gly He Leu Phe Asn 
200 205 210 



624 



cat gag agt cct aga aga gga get aat ttt gtt act cga aaa att age 
His Glu Ser Pro Arg Arg Gly Ala Asn Phe Val Thr Arg Lys He Ser 
215 220 225 



672 



egg tea gta get aag att tac ctt gga caa ctg gaa tgt ttc agt ttg 720 
Arg Ser Val Ala Lys He Tyr Leu Gly Gin Leu Glu Cys Phe Ser Leu 
230 235 240 

gga aat ctg gae gcc aaa cga gae tgg ggc eat gcc aag gae tat gtc 768 
Gly Asn Leu Asp Ala Lys Arg Asp Trp Gly His Ala Lys Asp Tyr Val 
245 250 255 260 

gag get atg tgg ctg atg tta caa aat gat gaa cca gag gae ttt gtc 816 
Glu Ala Met Trp Leu Met Leu Gin Asn Asp Glu Pro Glu Asp Phe Val 
265 270 275 



ata get act ggg gaa gtt cat agt gtc cgt gaa ttt gtt gag aaa tea 
He Ala Thr Gly Glu Val His Ser Val Arg Glu Phe Val Glu Lys Ser 
280 285 290 



864 



ttc atg cac att gga 2iag acc att gtg tgg gaa gga aag aat gaa aat 912 
Phe Met His He Gly Lys Thr He Val Trp Glu Gly Lys Asn Glu Asn 
295 300 305 



gaa gtg ggc aga tgt aaa gag acc ggc aaa att cat gtg act gtg gat 960 
Glu Val Gly Arg Cys Lys Glu Thr Gly Lys He His Val Thr Val Asp 
310 315 320 

mm^2 004-3101921 



#M 2003-350158 



ctg aaa tac tac cga cca act gaa gtg gac ttc ctg cag gga gac tgc 1008 
Leu Lys Tyr Tyr Arg Pro Thr Glu Val Asp Phe Leu Gin Gly Asp Cys 
325 330 335 340 

tec aag gcg cag cag aaa ctg aac tgg aag ccc cgc gtt gcc ttt gac 1056 
Ser Lys Ala Gin Gin Lys Leu Asn Trp Lys Pro Arg Val Ala Phe Asp 
345 350 355 

gag ctg gtg agg gag atg gtg caa gcc gat gtg gag etc atg aga acc 1104 
Glu Leu Val Arg Glu Met Val Gin Ala Asp Val Glu Leu Met Arg Thr 
360 365 370 

aac ccc aac gcc tga gcacctctac aaaaaaattc gcgagacatg gactatggtg 1159 
Asn Pro Asn Ala 
375 

cagagccagc caaccagagt ccagccactc ctgagaccat cgaccataaa ccctcgactg 1219 
cctgtgtcgt ccccacagct aagagctggg ccacaggttt gtgggcacca ggacggggac 1279 
actccagagc taaggccact tcgcttttgt caaaggctcc tctcaatgat tttgggaaat 1339 
caagaagttt aaaatcacat actcatttta cttgaaatta tgtcactaga caacttaaat 1399 
ttttgagtct tgagattgtt tttctctttt cttattaaat gatctttcta tgacccagca 1459 
aaaaaaaaaa aaaaaaggga tataaaaaaa aaaaaaaaaa aaaaa 1504 



<210> 2 
<211> 376 
<212> PRT 

<213> Cricetulus griseus 
<400> 2 

Met Ala His Ala Pro Ala Ser Cys Pro Ser Ser Arg Asn Ser Gly Asp 
15 10 15 

Gly Asp Lys Gly Lys Pro Arg Lys Val Ala Leu He Thr Gly He Thr 
20 25 30 

Gly Gin Asp Gly Ser Tyr Leu Ala Glu Phe Leu Leu Glu Lys Gly Tyr 
35 40 45 

Glu Val His Gly He Val Arg Arg Ser Ser Ser Phe Asn Thr Gly Arg 
50 55 60 

He Glu His Leu Tyr Lys Asn Pro Gin Ala His He Glu Gly Asn Met 
65 70 75 80 

Lys Leu His Tyr Gly Asp Leu Thr Asp Ser Thr Cys Leu Val Lys He 
85 90 95 100 

He Asn Glu Val Lys Pro Thr Glu He Tyr Asn Leu Gly Ala Gin Ser 
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105 no 115 

His Val Lys He Ser Phe Asp Leu Ala Glu Tyr Thr Ala Asp Val Asp 
120 125 130 

Gly Val Gly Thr Leu Arg Leu Leu Asp Ala He Lys Thr Cys Gly Leu 
135 140 145 

He Asn Ser Val Lys Phe Tyr Gin Ala Ser Thr Ser Glu Leu Tyr Gly 
150 155 160 

Lys Val Gin Glu He Pro Gin Lys Glu Thr Thr Pro Phe Tyr Pro Arg 
165 170 175 180 

Ser Pro Tyr Gly Ala Ala Lys Leu Tyr Ala Tyr Trp He Val Val Asn 
185 190 195 

Phe Arg Glu Ala Tyr Asn Leu Phe Ala Val Asn Gly He Leu Phe Asn 
200 205 210 

His Glu Ser Pro Arg Arg Gly Ala Asn Phe Val Thr Arg Lys He Ser 
215 220 225 

Arg Ser Val Ala Lys He Tyr Leu Gly Gin Leu Glu Cys Phe Ser Leu 
230 235 240 

Gly Asn Leu Asp Ala Lys Arg Asp Trp Gly His Ala Lys Asp Tyr Val 
245 250 255 260 

Glu Ala Met Trp Leu Met Leu Gin Asn Asp Glu Pro Glu Asp Phe Val 
265 270 275 

He Ala Thr Gly Glu Val His Ser Val Arg Glu Phe Val Glu Lys Ser 
280 285 290 

Phe Met His He Gly Lys Thr He Val Trp Glu Gly Lys Asn Glu Asn 
295 300 305 

Glu Val Gly Arg Cys Lys Glu Thr Gly Lys He His Val Thr Val Asp 
310 315 320 

Leu Lys Tyr Tyr Arg Pro Thr Glu Val Asp Phe Uu Gin Gly Asp Cys 
325 330 335 340 

Ser Lys Ala Gin Gin Lys Leu Asn Trp Lys Pro Arg Val Ala Phe Asp 
345 350 355 

Glu Leu Val Arg Glu Met Val Gin Ala Asp Val Glu Leu Met Arg Thr 
360 365 370 

ttJiE# 2004-3101921 



Asn Pro Asn Ala 
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<210> 3 
<211> 1316 
<212> DMA 

<213> Cricetulus griseus 
<400> 3 

gccccgcccc ctccacctgg accgagagta gctggagaat tgtgcaccgg aagtagctct 60 
tggactggtg gaaccctgcg caggtgcagc aacaatgggt gagccccagg gatccaggag 120 
gatcctagtg acagggggct ctggactggt gggcagagct atccagaagg tggtcgcaga 180 
tggcgctggc ttacccggag aggaatgggt gtttgtctcc tccaaagatg cagatctgac 240 
ggatgcagca caaacccaag ccctgttcca gaaggtacag cccacccatg tcatccatct 300 
tgctgcaatg gtaggaggcc ttttccggaa tatcaaatac aacttggatt tctggaggaa 360 
gaatgtgcac atcaatgaca acgtcctgca ctcagctttc gaggtgggca ctcgcaaggt 420 
ggtctcctgc ctgtccacct gtatcttccc tgacaagacc acctatccta ttgatgaaac 480 
aatgatccac aatggtccac cccacagcag caattttggg tactcgtatg ccaagaggat 540 
gattgacgtg cagaacaggg cctacttcca gcagcatggc tgcaccttca ctgctgtcat 600 
ccctaccaat gtctttggac ctcatgacaa cttcaacatt gaagatggcc atgtgctgcc 660 
tggcctcatc cataaggtgc atctggccaa gagtaatggt tcagccttga ctgtttgggg 720 
tacagggaaa ccacggaggc agttcatcta ctcactggac ctagcccggc tcttcatctg 780 
ggtcctgcgg gagtacaatg aagttgagcc catcatcctc tcagtgggcg aggaagatga 840 
agtctccatt aaggaggcag ctgaggctgt agtggaggcc atggacttct gtggggaagt 900 
cacttttgat tcaacaaagt cagatgggca gtataagaag acagccagca atggcaagct 960 
tcgggcctac ttgcctgatt tccgtttcac acccttcaag caggctgtga aggagacctg 1020 
tgcctggttc accgacaact atgagcaggc ccggaagtga agcatgggac aagcgggtgc 1080 
tcagctggca atgcccagtc agtaggctgc agtctcatca tttgcttgtc aagaactgag 1140 
gacagtatcc agcaacctga gccacatgct ggtctctctg ccagggggct tcatgcagcc 1200 
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atccagtagg gcccatgttt gtccatcctc gggggaaggc cagaccaaca ccttgtttgt 1260 
ctgcttctgc cccaacctca gtgcatccat gctggtcctg ctgtcccttg tctaga 1316 



<210> 4 
<211> 321 
<212> PRT 

<213> Cricetulus griseus 
<400> 4 

Met Gly Glu Pro Gin Gly Ser Arg Arg He Uu Val Thr Gly Gly Ser 
15 10 15 

Gly Uu Val Gly Arg Ala He Gin Lys Val Val Ala Asp Gly Ala Gly 
20 25 30 

Leu Pro Gly Glu Glu Trp Val Phe Val Ser Ser Lys Asp Ala Asp Leu 
35 40 45 

Thr Asp Ala Ala Gin Thr Gin Ala Leu Phe Gin Lys Val Gin Pro Thr 
50 55 60 

His Val He His Leu Ala Ala Met Val Gly Gly Leu Phe Arg Asn He 
65 70 75 80 

Lys Tyr Asn Leu Asp Phe Trp Arg Lys Asn Val His He Asn Asp Asn 
85 90 95 

Val Leu His Ser Ala Phe Glu Val Gly Thr Arg Lys Val Val Ser Cys 
100 105 110 

Leu Ser Thr Cys He Phe Pro Asp Lys Thr Thr Tyr Pro He Asp Glu 
115 120 125 

Thr Met He His Asn Gly Pro Pro His Ser Ser Asn Phe Gly Tyr Ser 
130 135 140 

Tyr Ala Lys Arg Met He Asp Val Gin Asn Arg Ala Tyr Phe Gin Gin 
145 150 155 160 

His Gly Cys Thr Phe Thr Ala Val He Pro Thr Asn Val Phe Gly Pro 
165 170 175 

His Asp Asn Phe Asn He Glu Asp Gly His Val Leu Pro Gly Leu He 
180 185 190 

His Lys Val His Leu Ala Lys Ser Asn Gly Ser Ala Leu Thr Val Trp 
195 200 205 
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Gly Thr Gly Lys Pro Arg Arg Gin Phe He Tyr Ser Leu Asp Leu Ala 
210 215 220 

Arg Leu Phe He Trp Val Leu Arg Glu Tyr Asn Glu Val Glu Pro He 
225 230 235 240 

He Leu Ser Val Gly Glu Glu Asp Glu Val Ser He Lys Glu Ala Ala 
245 250 255 

Glu Ala Val Val Glu Ala Met Asp Phe Cys Gly Glu Val Thr Phe Asp 
260 265 270 

Ser Thr Lys Ser Asp Gly Gin Tyr Lys Lys Thr Ala Ser Asn Gly Lys 
275 280 285 

Leu Arg Ala Tyr Leu Pro Asp Phe Arg Phe Thr Pro Phe Lys Gin Ala 
290 295 300 

Val Lys Glu Thr Cys Ala Trp Phe Thr Asp Asn Tyr Glu Gin Ala Arg 
305 310 315 320 

Lys 



<210> 5 
<2n> 2008 
<212> DNA 

<213> Cricetulus griseus 
<400> 5 

aacagaaact tattttcctg tgtggctaac tagaaccaga gtacaatgtt tccaattctt 60 
tgagctccga gaagacagaa gggagttgaa actctgaaaa tgcgggcatg gactggttcc 120 
tggcgttgga ttatgctcat tctttttgcc tgggggacct tattgtttta tataggtggt 180 
catttggttc gagataatga ccaccctgac cattctagca gagaactctc caagattctt 240 
gcaaagctgg agcgcttaaa acaacaaaat gaagacttga ggagaatggc tgagtctctc 300 
cgaataccag aaggccctat tgatcagggg acagctacag gaagagtccg tgttttagaa 360 
gaacagcttg ttaaggccaa agaacagatt gaaaattaca agaaacaagc taggaatgat 420 
ctgggaaagg atcatgaaat cttaaggagg aggattgaaa atggagctaa agagctctgg 480 
ttttttctac aaagtgaatt gaagaaatta aagaaattag aaggaaacga actccaaaga 540 
catgcagatg aaattctttt ggatttagga catcatgaaa ggtctatcat gacagatcta 600 
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tactacctca gtcaaacaga tggagcaggt gagtggcggg aaaaagaagc caaagatctg 660 
acagagctgg tccagcggag aataacatat ctgcagaatc ccaaggactg cagcaaagcc 720 
agaaagctgg tatgtaatat caacaaaggc tgtggctatg gatgtcaact ccatcatgtg 780 
gtttactgct tcatgattgc tt.atggcacc cagcgaacac tcatcttgga atctcagaat 840 
tggcgctatg ctactggagg atgggagact gtgtttagac ctgtaagtga gacatgcaca 900 
gacaggtctg gcctctccac tggacactgg tcaggtgaag tgaaggacaa aaatgttcaa 960 
gtggtcgagc tccccattgt agacagcctc catcctcgtc ctccttactt acccttggct 1020 
gtaccagaag accttgcaga tcgactcctg agagtccatg gtgatcctgc agtgtggtgg 1080 
gtatcccagt ttgtcaaata cttgatccgt ccacaacctt ggct^aaag ggaaatagaa 1140 
gaaaccacca agaagcttgg cttcaaacat ccagttattg gagtccatgt cagacgcact 1200 
gacaaagtgg gaacagaagc agccttccat cccattgagg aatacatggt acacgttgaa 1260 
gaacattttc agcttctcga acgcagaatg aaagtggata aaaaaagagt gtatctggcc 1320 
actgatgacc cttctttgtt aaaggaggca aagacaaagt actccaatta tgaatttatt 1380 
agtgataact ctatttcttg gtcagctgga ctacacaacc gatacacaga aaattcactt 1440 
cggggcgtga tcctggatat acactttctc tcccaggctg acttccttgt gtgtactttt 1500 
tcatcccagg tctgtagggt tgcttatgaa atcatgcaaa cactgcatcc tgatgcctct 1560 
gcaaacttcc attctttaga tgacatctac tatttt^ag gccaaaatgc ccacaaccag 1620 
attgcagttt atcctcacca acctcgaact aaagaggaaa tccccatgga acctggagat 1680 
atcattggtg tggctggaaa ccattggaat ggttactcta aaggtgtcaa cagaaaacta 1740 
ggaaaaacag gcctgtaccc ttcctacaaa gtccgagaga agatagaaac agtcaaatac 1800 
cctacatatc ctgaagctga aaaatagaga tggagtgtaa gagattaaca acagaattta 1860 
gttcagacca tctcagccaa gcagaagacc cagactaaca tatggttcat tgacagacat 1920 
gctccgcacc aagagcaagt gggaaccctc agatgctgca ctggtggaac gcctctttgt 1980 
gaagggctgc tgtgccctca agcccatg 2008 

<210> 6 
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<211> 1728 

<212> DM 

<213> Mus musculus 
<400> 6 

atgcgggcat ggactggttc ctggcgttgg attatgctca ttctttttgc ctgggggacc 60 

ttgttatttt atataggtgg tcatttggtt cgagataatg accaccctga tcactccagc 120 

agagaactct ccaagattct tgcaaagctt gaacgcttaa aacagcaaaa tgaagacttg 180 

aggcgaatgg ctgagtctct ccgaatacca gaaggcccca ttgaccaggg gacagctaca 240 

ggaagagtcc gtgttttaga agaacagctt gttaaggcca aagaacagat tgaaaattac 300 

aagaaacaag ctagaaatgg tctggggaag gatcatgaaa tcttaagaag gaggattgaa 360 

aatggagcta aagagctctg gttttttcta caaagcgaac tgaagaaatt aaagcattta 420 

gaaggaaatg aactccaaag acatgcagat gaaattcttt tggatttagg acaccatgaa 480 

aggtctatca tgacagatct atactacctc agtcaaacag atggagcagg ggattggcgt 540 

gaaaaagagg ccaaagatct gacagagctg gtccagcgga gaataacata tctccagaat 600 

cctaaggact gcagcaaagc caggaagctg gtgtgtaaca tcaataaagg ctgtggctat 660 

ggttgtcaac tccatcacgt ggtctactgt ttcatgattg cttatggcac ccagcgaaca 720 

ctcatcttgg aatctcagaa ttggcgctat gctactggtg gatgggagac tgtgtttaga 780 

cctgtaagtg agacatgtac agacagatct ggcctctcca ctggacactg gtcaggtgaa 840 

gtaaatgaca aaaacattca agtggtcgag ctccccattg tagacagcct ccatcctcgg 900 

cctccttact taccactggc tgttccagaa gaccttgcag accgactcct aagagtccat 960 

ggtgaccctg cagtgtggtg ggtgtcccag tttgtcaaat acttgattcg tccacaacct 1020 

tggctggaaa aggaaataga agaagccacc aagaagcttg gcttcaaaca tccagttatt 1080 

ggagtccatg tcagacgcac agacaaagtg ggaacagaag cagccttcca ccccatcgag 1140 

gagtacatgg tacacgttga agaacatttt cagcttctcg cacgcagaat gcaagtggat 1200 

aaaaaaagag tatatctggc tactgatgat cctactttgt taaaggaggc aaagacaaag 1260 

tactccaatt atgaatttat tagtgataac tctatttctt ggtcagctgg actacacaat 1320 

cggtacacag aaaattcact tcggggtgtg atcctggata tacactttct ctcacaggct 1380 
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gactttctag tgtgtacttt- ttcatcccag gtctgtcggg ttgcttatga aatcatgcaa 1440 
accctgcatc ctgatgcctc tgcgaacttc cattctttgg atgacatcta ctattttgga 1500 
ggccaaaatg cccacaatca gattgctgtt tatcctcaca aacctcgaac tgaagaggaa 1560 
attccaatgg aacctggaga tatcattggt gtggctggaa accattggga tggttattct 1620 
aaaggtatca acagaaaact tggaaaaaca ggcttatatc cctcctacaa agtccgagag 1680 
aagatagaaa cagtcaagta tcccacatat cctgaagctg aaaaatag 1728 



<210> 7 
<211> 575 
<212> PRT 

<213> Cricetulus griseus 

<400> 7 

Met Arg Ala Trp Thr Gly Ser Trp Arg Trp He Met Leu He Leu Phe 
15 10 15 

Ala Trp Gly Thr Leu Leu Phe Tyr He Gly Gly His Leu Val Arg Asp 
20 25 30 

Asn Asp His Pro Asp His Ser Ser Arg Glu Leu Ser Lys He Leu Ala 
35 40 45 

Lys Leu Glu Arg Leu Lys Gin Gin Asn Glu Asp Leu Arg Arg Met Ala 
50 55 60 

Glu Ser Leu Arg He Pro Glu Gly Pro He Asp Gin Gly Thr Ala Thr 
65 70 75 80 

Gly Arg Val Arg Val Leu Glu Glu Gin Leu Val Lys Ala Lys Glu Gin 
85 90 95 

He Glu Asn Tyr Lys Lys Gin Ala Arg Asn Asp Leu Gly Lys Asp His 
100 105 110 

Glu He Leu Arg Arg Arg He Glu Asn Gly Ala Lys Glu Leu Trp Phe 
115 120 125 

Phe Leu Gin Ser Glu Leu Lys Lys Leu Lys Lys Leu Glu Gly Asn Glu 
130 135 140 

Leu Gin Arg His Ala Asp Glu He Leu Leu Asp Leu Gly His His Glu 
145 150 155 160 
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Arg Ser He Met Thr Asp Leu Tyr Tyr Leu Ser Gin Thr Asp Gly Ala 
165 170 175 

Gly Giu Trp Arg Glu Lys Glu Ala Lys Asp Leu Thr Glu Leu Val Gin 
180 185 190 

Arg Arg He Thr Tyr Leu Gin Asn Pro Lys Asp Cys Ser Lys Ala Arg 
195 200 205 

Lys Leu Val Cys Asn He Asn Lys Gly Cys Gly Tyr Gly Cys Gin Leu 
210 215 220 

His His Val Val Tyr Cys Phe Met He Ala Tyr Gly Thr Gin Arg Thr 
225 230 235 240 

Leu He Leu Glu Ser Gin Asn Trp Arg Tyr Ala Thr Gly Gly Trp Glu 
245 250 255 

Thr Val Phe Arg Pro Val Ser Glu Thr Cys Thr Asp Arg Ser Gly Leu 
260 265 270 

Ser Thr Gly His Trp Ser Gly Glu Val Lys Asp Lys Asn Val Gin Val 
275 280 285 

Val Glu Leu Pro He Val Asp Ser Leu His Pro Arg Pro Pro Tyr Leu 
290 295 300 

Pro Leu Ala Val Pro Glu Asp Leu Ala Asp Arg Leu Leu Arg Val His 
305 310 315 320 

Gly Asp Pro Ala Val Trp Trp Val Ser Gin Phe Val Lys Tyr Leu He 
325 330 335 

Arg Pro Gin Pro Trp Leu Glu Arg Glu He Glu Glu Thr Thr Lys Lys 
340 345 350 

Leu Gly Phe Lys His Pro Val He Gly Val His Val Arg Arg Thr Asp 
355 360 365 

Lys Val Gly Thr Glu Ala Ala Phe His Pro He Glu Glu Tyr Met Val 
370 375 380 

His Val Glu Glu His Phe Gin Leu Leu Glu Arg Arg Met Lys Val Asp 
385 390 395 400 

Lys Lys Arg Val Tyr Leu Ala Thr Asp Asp Pro Ser Leu Leu Lys Glu 
405 410 415 

Ala Lys Thr Lys Tyr Ser Asn Tyr Glu Phe He Ser Asp Asn Ser He 



420 



425 



430 
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Ser Trp Ser Ala Gly Leu His Asn Arg Tyr Thr Glu Asn Ser Leu Arg 
435 440 445 

Gly Val He Leu Asp He His Phe Leu Ser Gin Ala Asp Phe Leu Val 
450 455 460 

Cys Thr Phe Ser Ser Gin Val Cys Arg Val Ala Tyr Glu He Met Gin 
465 470 475 480 

Thr Leu His Pro Asp Ala Ser Ala Asn Phe His Ser Leu Asp Asp He 
485 490 495 

Tyr Tyr Phe Gly Gly Gin Asn Ala His Asn Gin He Ala Val Tyr Pro 
500 505 510 

His Gin Pro Arg Thr Lys Glu Glu He Pro Met Glu Pro Gly Asp He 
515 520 525 

He Gly Val Ala Gly Asn His Trp Asn Gly Tyr Ser Lys Gly Val Asn 
530 535 540 

Arg Lys Leu Gly Lys Thr Gly Leu Tyr Pro Ser Tyr Lys Val Arg Glu 
545 550 555 560 

Lys He Glu Thr Val Lys Tyr Pro Thr Tyr Pro Glu Ala Glu Lys 
565 570 575 



<210> 8 
<211> 575 
<212> PRT 
<213> Mus musculus 

<400> 8 

Met Arg Ala Trp Thr Gly Ser Trp Arg Trp He Met Leu He Leu Phe 
15 10 15 

Ala Trp Gly Thr Leu Leu Phe Tyr He Gly Gly His Leu Val Arg Asp 
20 25 30 

Asn Asp His Pro Asp His Ser Ser Arg Glu Leu Ser Lys He Leu Ala 
35 40 45 

Lys Leu Glu Arg Leu Lys Gin Gin Asn Glu Asp Leu Arg Arg Met Ala 
50 55 60 

Glu Ser Leu Arg He Pro Glu Gly Pro He Asp Gin Gly Thr Ala Thr 
65 70 75 80 
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Gly Arg Val Arg Val Leu Glu Glu Gin Leu Val Lys Ala Lys Glu Gin 
85 90 95 

He Glu Asn Tyr Lys Lys Gin Ala Arg Asn Gly Leu Gly Lys Asp His 
100 105 110 

Glu He Leu Arg Arg Arg He Glu Asn Gly Ala Lys Glu Leu Trp Phe 
115 120 125 

Phe Leu Gin Ser Glu Leu Lys Lys Leu Lys His Leu Glu Gly Asn Glu 
130 135 140 

Leu Gin Arg His Ala Asp Glu He Leu Leu Asp Leu Gly His His Glu 
145 150 155 160 

Arg Ser He Met Thr Asp Leu Tyr Tyr Leu Ser Gin Thr Asp Gly Ala 
165 170 175 

Gly Asp Trp Arg Glu Lys Glu Ala Lys Asp Leu Thr Glu Leu Val Gin 
180 185 190 

Arg Arg He Thr Tyr Leu Gin Asn Pro Lys Asp Cys Ser Lys Ala Arg 
195 200 205 

Lys Leu Val Cys Asn He Asn Lys Gly Cys Gly Tyr Gly Cys Gin Leu 
210 215 220 

His His Val Val Tyr Cys Phe Met He Ala Tyr Gly Thr Gin Arg Thr 
225 230 235 240 

Leu He Leu Glu Ser Gin Asn Trp Arg Tyr Ala Thr Gly Gly Trp Glu 
245 250 255 

Thr Val Phe Arg Pro Val Ser Glu Thr Cys Thr Asp Arg Ser Gly Leu 
260 265 270 

Ser Thr Gly His Trp Ser Gly Glu Val Asn Asp Lys Asn He Gin Val 
275 280 285 

Val Glu Leu Pro He Val Asp Ser Leu His Pro Arg Pro Pro Tyr Leu 
290 295 300 . 

Pro Leu Ala Val Pro Glu Asp Leu Ala Asp Arg Leu Leu Arg Val His 
305 310 315 320 

Gly Asp Pro Ala Val Trp Trp Val Ser Gin Phe Val Lys Tyr Leu He 
325 330 335 

Arg Pro Gin Pro Trp Leu Glu Lys Glu He Glu Glu Ala Thr Lys Lys 
340 345 350 
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Leu Gly Phe Lys His Pro Val He Gly Val His Val Arg Arg Thr Asp 
355 360 365 

Lys Val Gly Thr Glu Ala Ala Phe His Pro He Glu Glu Tyr Met Val 
370 375 380 

His Val Glu Glu His Phe Gin Leu Leu Ala Arg Arg Met Gin Val Asp 
385 390 395 400 

Lys Lys Arg Val Tyr Leu Ala Thr Asp Asp Pro Thr Leu Leu Lys Glu 
405 410 415 

Ala Lys Thr Lys Tyr Ser Asn Tyr Glu Phe He Ser Asp Asn Ser He 
420 425 430 

Ser Trp Ser Ala Gly Leu His Asn Arg Tyr Thr Glu Asn Ser Leu Arg 
435 440 445 

Gly Val He Leu Asp He His Phe Leu Ser Gin Ala Asp Phe Leu Val 
450 . 455 460 

Cys Thr Phe Ser Ser Gin Val Cys Arg Val Ala Tyr Glu He Met Gin 
465 470 475 480 

Thr Leu His Pro Asp Ala Ser Ala Asn Phe His Ser Leu Asp Asp He 
485 490 495 

Tyr Tyr Phe Gly Gly Gin Asn Ala His Asn Gin He Ala Val Tyr Pro 
500 505 510 

His Lys Pro Arg Thr Glu Glu Glu He Pro Met Glu Pro Gly Asp He 
515 520 525 

He Gly Val Ala Gly Asn His Trp Asp Gly Tyr Ser Lys Gly He Asn 
530 535 540 

Arg Lys Leu Gly Lys Thr Gly Leu Tyr Pro Ser Tyr Lys Val Arg Glu 
545 550 555 560 



Lys He Glu Thr Val Lys Tyr Pro Thr Tyr Pro Glu Ala Glu Lys 
565 570 575 



<210> 9 
<211> 5 
<212> PRT 

<213> Mus musculus 
<400> 9 
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Asp His Ala He His 
1 5 



<210> 10 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 10 

Tyr Phe Ser Pro Gly Asn Asp Asp Phe Lys Tyr Asn Glu Arg Phe Lys Gly 
15 10 15 



<210> 11 

<211> 6 

<212> PRT 

<213> Mus musculus 

<400> 11 

Ser Leu Asn Met Ala Tyr 
1 5 



<210> 12 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 12 

Lys Ser Ser Gin Ser Leu Leu Tyr Ser Gly Asn Gin Lys Asn Tyr Leu Ala 
15 10 15 



<210> 13 

<211> 7 

<212> PRT 

<213> Mus musculus 

<400> 13 

Trp Ala Ser Ala Arg Glu Ser 
1 5 



<210> 14 

<211> 9 

<212> PRT 

<213> Mus musculus 

<400> 14 
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Gin Gin Tyr Tyr Ser Tyr Pro Leu Thr 
1 5 



<210> 15 
<211> 115 
<212> PRT 

<213> Mus musculus 
<400> 15 

Gin Val Gin Leu Gin Gin Ser Asp Ala Glu Leu Val Lys Pro Gly Ala 
15 10 15 

Ser Val Lys He Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp His 
20 25 30 

Ala He His Trp Val Lys Gin Asn Pro Glu Gin Gly Leu Glu Trp He 
35 40 45 

Gly Tyr Phe Ser Pro Gly Asn Asp Asp Phe Lys Tyr Asn Glu Arg Phe 
50 55 60 

Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Val Gin Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Thr Arg Ser Leu Asn Met Ala Tyr Trp Gly Gin Gly Thr Ser Val Thr 
100 105 110 

Val Ser Ser 
115 



<210> 16 
<211> 113 
<212> PRT 

<213> Mus musculus 



<400> 16 

Asp He Val Met Ser Gin Ser Pro Ser Ser Leu Pro Val Ser Val Gly 
15 10 15 

Glu Lys Val Thr Leu Ser Cys Lys Ser Ser Gin Ser Leu Leu Tyr Ser 
20 25 30 

Gly Asn Gin Lys Asn Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin 
35 40 45 
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Ser Pro Lys Leu Uu He Tyr Trp Ala Ser Ala Arg Glu Ser Gly Val 
50 55 60 

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Ser 
65 70 75 80 

He Ser Ser Val Lys Thr Glu Asp Leu Ala Val Tyr Tyr Cys Gin Gin 
85 90 95 

Tyr Tyr Ser Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Val Leu 
100 105 110 

Lys 
113 



<210> 17 
<211> 497 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequense: Synthetic DM 
<400> 17 

Met Glu Trp Ser Trp Val Phe Leu Phe Phe Leu Ser Val Thr Thr Gly 
15 10 15 

Val His Ser Gin Val Gin Leu Gin Gin Ser Asp Ala Glu Leu Val Lys 
20 25 30 

Pro Gly Ala Ser Val Lys He Ser Cys Lys Ala Ser Gly Tyr Thr Phe 
35 40 45 

Thr Asp His Ala He His Trp Val Lys Gin Asn Pro Glu Gin Gly Leu 
50 55 60 

Glu Trp He Gly Tyr Phe Ser Pro Gly Asn Asp Asp Phe Lys Tyr Asn 
65 70 75 80 

Glu Arg Phe Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser 
85 90 95 

Thr Ala Tyr Val Gin Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val 
100 105 no 

Tyr Phe Cys Thr Arg Ser Leu Asn Met Ala Tyr Trp Gly Gin Gly Thr 
115 120 125 

Ser Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser 
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130 135 240 

Gly Gly Gly Gly Ser Asp He Val Met Ser Gin Ser Pro Ser Ser Leu 

150 155 160 

Pro Val Ser Val Gly Glu Lys Val Thr Leu Ser Cys Lys Ser Ser Gin 
165 170 175 

Ser Leu Uu Tyr Ser Gly Asn Gin Lys Asn Tyr Leu Ala Trp Tyr Gin 
180 185 190 

Gin Lys Pro Gly Gin Ser Pro Lys Leu Uu He Tyr Trp Ala Ser Ala 
195 200 205 

Arg Glu Ser Gly Val Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr 
210 215 220 

Asp Phe Thr Leu Ser He Ser Ser Val Lys Thr Glu Asp Leu Ala Val 
225 230 235 240 

Tyr Tyr Cys Gin Gin Tyr Tyr Ser Tyr Pro Leu Thr Phe Gly Ala Gly 
245 250 255 

Thr Lys Leu Val Leu Lys Arg Ala Ala Glu Pro Lys Ser Pro Asp Lys 
260 265 270 

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro 
275 280 285 

Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Uu Met He Ser 
290 295 .300 

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp 
305 310 315 325 

Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn 
325 330 335 

Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val 
340 345 350 

Val Ser Val Uu Thr Val Uu His Gin Asp Tip Uu Asn Gly Lys Glu 
355 360 365 

Tyr Lys Cys Lys Val Ser Asn Lys Ala Uu Pro Ala Pro He Glu Lys 
370 375 380 

Thr He Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gin Val Tvr Thr 
385 390 395 400 
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Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr 
405 410 415 

Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp He Ala Val Glu Tip Glu 
420 425 430 

Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu 
435 440 445 

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys 
450 455 460 

Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu 

470 475 480 

Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu Ser Uu Ser Pro Gly 
485 490 495 

Lys 
497 



<210> 18 
<211> 463 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 18 

ccg gaa ttc gac ccc tea cca tgg aat gga get ggg tct tte tet tet 
tec tgt eag taa eta cag gtg tec act ccc agg ttc agt tgc age agt 
ctg acg etg agt tgg tga aac ctg ggg ett cag tga aga ttt cet gea 144 
agg ett etg get aca cet tea etg ace atg eaa tte act ggg tga aac 192 
aga ace etg aac agg gee tgg aat gga ttg gat att ttt etc ccg gaa 
atg atg att tta aat aca atg aga ggt tea agg gea agg cca cac tga 
etg cag aca aat cet eca gea ctg cet acg tgc age tea aca gee tga 
eat etg agg att etg cag tgt att tct gta cca gat ccc tga ata tgg 
ect act ggg gtc aag gaa cet eag tea ccg tct cet eag gtg geg gag 
gea geg gag geg gtg get ccg gaa eta gtc e 



48 
96 



240 
288 
336 
384 
432 



463 
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<210> 19 
<211> 339 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 19 

ccg gaa ttc gac ccc tea cca tgg aat gga get ggg tct ttc tct tct 
tec tgt cag taa eta cag gtg tec act ccc agg ttc agt tgc age agt 
ctg aeg ctg agt tgg tga aac ctg ggg ett cag 

<210> 20 
<211> 339 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 20 

cat ttc egg gag aaa aat ate caa tec att cca ggc cct gtt cag ggt 
tct gtt tea ccc agt gaa ttg cat ggt cag tga agg tgt age cag aag 
cct tgc agg aaa tct tea ctg aag ccc cag gtt tea cc 

<210> 21 
<211> 339 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 21 

gga tat ttt tct ccc gga aat gat gat ttt aaa tac aat gag agg ttc 48 
aag ggc aag gee aca ctg act gca gac aaa tec tec age act gee tac 96 



48 
96 
134 



gtg cag etc aac age ctg aca tct gag gat tct gc 131 
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<210> 22 
<211> 339 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 22 

gga eta gtt ccg gag cca ccg cct ccg ctg cct ccg cca cct gag gag 48 
acg gtg act gag gtt cct tga ccc cag tag gcc ata ttc agg gat ctg 96 
gta cag aaa tac act gca gaa tec tea gat gtc agg 132 

<210> 23 
<211> 536 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 23 

ccg gaa ttc tec gga ggc gga ggc teg gae att gtg atg tea cag tct 48 
cca tec tec eta cct gtg tea gtt ggc gag aag gtt act ttg age tgc 96 
aag tec agt cag age ett tta tat agt ggt aat caa aag aac tac ttg 144 
gcc tgg tac cag cag aaa cca ggg cag tct cct aaa ctg ctg att tac 192 
tgg gca tec get agg gaa tct ggg gtc cct gat cge ttc aca ggc agt 240 
gga tct ggg aca gat ttc act etc tec ate age agt gtg aag act gaa 288 
gae ctg gca gtt tat tac tgt cag cag tat tat age tat ccc etc acg 336 
ttc ggt get ggg ace aag ctg gtg ctg aaa egg gcc gee gag ccc aaa 384 
tct cct gae aaa act cac acg tgc cca ccg tgc cca gca cct gaa etc 432 
ctg ggg gga ccg tea gtc ttc etc ttc ccc cca aaa ccc aag gae ace 480 
etc atg ate tec egg ace cct gag gtc aca tgc gtg gtg gtg gae gtg 528 
act agt ee 53g 
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<210> 24 
<211> 339 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 24 

tct gaa ttc tec gga ggc gga ggc teg gac att gtg atg tea eag tet 
cca tec tec eta cet gtg tea gtt ggc gag aag gtt act ttg age tgc 
aag tec agt cag age ett tta tat agt ggt aat caa aag aae tae ttg 
gee tgg 



<210> 25 
<211> 339 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 25 



cac act get gat gga gag agt gaa ate tgt cce aga tec act gee tgt 48 

gaa geg ate agg gac ecc aga ttc ect age gga tgc cca gta aat cag 96 

eag ttt agg aga ctg cce tgg ttt etg ctg gta cca ggc caa gta gtt 144 

ett ttg 150 



<210> 26 
<211> 339 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 26 

etc tct cca tea gea gtg tga aga etg aag ace tgg eag ttt att act 48 

gtc age agt att ata get ate ecc tea egt teg gtg ctg gga cca age 96 

tgg tgc tga aae ggg ccg ccg age cca aat etc ctg aca aaa etc aca 144 
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48 
96 
144 
150 
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cgt gc 149 

<210> 27 
<211> 339 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 

<400> 27 



gga eta gtc acg tec acc aec acg cat gtg ace tea ggg gte egg gag 48 

ate atg agg gtg tec ttg ggt ttt ggg ggg aag agg aag act gac ggt 96 

eee eee agg agt tea ggt get ggg eac ggt ggg cac gtg tga gtt ttg 144 

tea gg 149 



<210> 28 
<211> 526 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 

<400> 28 

caggaaacag ctatgacggt accgaattcg cgaggcagge agcctggaga gaaggcgctg 60 
ggctgegagg gcgcgagggc gcgagggcag ggggcaaccg gaccccgccc gcatccatgg 120 
cgcccgtcgc cgtctgggec gegctggceg teggactgga getetgggct geggcgeaeg 180 
ccttgcccgc ccaggtggca tttacacect acgccccgga gcccgggagc acatgcc^c 240 
teagagaata ctatgaccag acagcteaga tgtgctgeag caaatgetcg cegggeeaae 300 
atgcaaaagt cttctgtacc aagacctc^ acaccgtgtg tgactcctgt ga^acagca 360 
eatacaecea getctggaac tgggtteccg agtgcttgag etgtggetce egctgtagct 420 
ctgaccaggt ggaaactcaa gcctgcactc gggaacagaa ccgcatctgc acctgeagge 480 
eeggctggta etgegcgetg ageaagetta ctggecgteg ttttac 526 
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<210> 29 

<211> 537 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 29 

caggaaacag ctatgacggt accgctgagc aagcaggagg ggtgccggct gtgcgcgccg 60 
ctgcgcaagt gccgcccg^ cttcggcgtg gccagaccag gaactgaaac atcagacgtg 120 
gtgtgcaagc cctgtgcccc ggggacgttc tccaacacga cttcatccac ggatatttgc 180 
aggccccacc agatctgtaa cgtggtggcc atccctggga atgcaagcat ggatgcagtc 240 
tgcacgtcca cgtcccccac ccggagtatg gccccagggg cagtacactt accccagcca 300 
gtgtccacac gatcccaaca cacgcagcca actccagaac ccagcactgc tccaagcacc 360 
tccttcctgc tcccaatggg ccccagcccc ccagctgaag ggagcactgg cgacgagccc 420 
aaatcttgtg acaaaactca cacatgccca ccgtgcccag cacctgaact cctgggggga 480 
ccgtcagtct tcctcttccc cccaaaaccc aaggaagctt actggccgtc gttttac 537 

<210> 30 
<211> 150 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 30 

atggcgcccg tcgccgtctg ggccgcgctg gccgtc^ac tggagctctg ggctgcggcg 60 
cacgccttgc ccgcccaggt ggcatttaca ccctacgccc cggagcccgg gagcacatgc 120 
cggctcagag aatactatga ccagacagct 150 



<210> 31 
<211> 135 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequense: Synthetic DNA 

<400> 31 

agacggcgac gggcgccatg gatgcgggcg gggtccggtt gccccctgcc ctcgcgccct 60 
cgcgccctcg cagcccagcg ccttctctcc aggctgcctg cctcgcgaat tcggtaccgt 120 
catagctgtt tcctg 135 



<210> 32 
<211> 150 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 

<400> 32 

gaactgggtt cccgagtgct tgagctgtgg ctcccgctgt agctctgacc aggtggaaac 60 
tcaagcctgc actcgggaac agaaccgcat ctgcacctgc aggcccggct g^tactgcgc 120 
gctgagcaag cttactggcc gtcgttttac 150 



<210> 33 
<211> 150 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 33 

gcactcggga acccagttcc agagctgggt gtatgtgctg tcctcacagg agtcacacac 60 
ggtgtccgag gtcttggtac agaagacttt tgcatgttgg ccc^cgagc atttgctgca 120 
gcacatctga gctgtctggt catagtattc 150 



<210> 34 
<211> 149 
<212> DNA 

<213> Artificial Sequence 

2004-3101921 



#m 2003-350158 



^--J : 26/ 



<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 34 

ctgtgccccg gggacgttct ccaacacgac ttcatccacg gatatttgca ggccccacca 60 
gatctgtaac gtggtggcca tccctgggaa tgcaagcatg gatgcagtct gcacgtccac 120 
gtcccccacc cggagtatgg ccccagggg 149 



<210> 35 
<211> 150 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 

<400> 35 

gaacgtcccc ggggcacagg gcttgcacac cacgtctgat gtttcagttc ctggtctggc 60 
cacgccgaag cccgggcggc acttgcgcag cggcgcgcac agcc^cacc cctcctgctt 120 
gctcagcggt accgtcatag ctgtttcctg 150 



<210> 36 
<211> 145 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 

<400> 36 

agctgaaggg agcactggcg acgagcccaa atcttgtgac aaaactcaca catgcccacc 60 
gtgcccagca cctgaactcc tgggg^acc gtcagtcttc ctcttccccc caaaacccaa 120 
ggaagcttac tggccgtcgt tttac 145 



<210> 37 
<211> 150 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 37 

gccagtgctc ccttcagctg gggggctggg gcccattggg agcaggaagg aggtgcttgg 60 
agcagtgctg ggttctggag ttggctgcgt gtgttgggat cgtgtggaca ctggctgggg 120 
taagtgtact gcccctgggg ccatactccg 150 



<210> 38 
<211> 452 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 

<400> 38 

caggaaacag ctatgacggt accgaattcc gacgagccat ggttgctggg agcgacgcgg 60 
ggcgggccct gggggtcctc agcgtggtct gcctgctgca ctgctttggt ttcatcagct 120 
gtttttccca acaaatatat ggtgttgtgt atgggaatgt aactttccat gtaccaagca 180 
atgtgccttt aaaagaggtc ctatggaaaa aacaaaagga taaagttgca gaactggaaa 240 
attctgaatt cagagctttc tcatctttta aaaatagggt ttatttagac actgtgtcag 300 
gtagcctcac tatctacaac ttaacatcat cagatgaaga tgagtatgaa atggaatcgc 360 
caaatattac tgataccatg aagttctttc tttatgtcga caaaactcac acatgcccac 420 
cgtgcccagc acctgactgg ccgtcgtttt ac 452 



<210> 39 
<211> 138 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description 6f Artificial Sequense: Synthetic DNA 
<400> 39 

gtttcatcag ctgtttttcc caacaaatat atggtgttgt gtatgggaat gtaactttcc 60 

atgtaccaag caatgtgcct ttaaaagagg tcctatggaa aaaacaaaag gataaagttg 120 
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cagaact^ aaattctg 138 



<210> 40 
<211> 129 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 40 

gggaaaaaca gctgatgaaa ccaaagcagt gcagcaggca gaccacgctg aggaccccca 60 
gggcccgccc cgcgtcgctc ccagcaacca tggctcgtcg gaattcggta ccgtcatagc 120 
tgtttcctg 129 



<210> 41 
<211> 133 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 
<400> 41 

cttaacatca tcagatgaag atgagtatga aat^gaatcg ccaaatatta ctgataccat 60 
gaagttcttt ctttatgtcg acaaaactca cacatgccca ccgtgcccag cacctgactg 120 
gccgtcgttt tac 133 



<210> 42 
<211> 118 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequense: Sjnithetic DNA 
<400> 42 

catcttcatc tgatgatgtt aagttgtaga tagtgaggct acctgacaca gtgtctaaat 60 
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aaaccctatt tttaaaagat gagaaagctc tgaattcaga attttccagt tctgcaac 118 



<210> 43 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequense: Synthetic DNA 



<210> 44 
<211> 32 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<4G0> 44 

taaatagaat tcggcatcat gtggcagctg ct 32 

<210> 45 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 



<210> 46 
<211> 788 
<212> DNA 
<213> Homo sapiens 

<220> 

<221> CDS 

<222> (13).. (774) 



<400> 43 

gtaaaacgac ggccagt 



17 



<400> 45 

aataaaggat cctggggtca tttgtcttga gggt 



34 
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<400> 46 

gaa ttc ggc ate atg tgg cag ctg etc etc cea act get etg eta ett 48 
Met Trp Gin Leu Leu Leu Pro Thr Ala Leu Leu Leu 
1 5 10 

eta gtt tea get ggc atg egg act gaa gat etc cea aag get gtg gtg 96 
Leu Val Ser Ala Gly Met Arg Thr Glu Asp Leu Pro Lys Ala Val Val 

15 20 25 

ttc ctg gag cct caa tgg tac agg gtg etc gag aag gac agt gtg act 144 
Phe Leu Glu Pro Gin Trp Tyr Arg Val Leu Glu Lys Asp Ser Val Thr 

30 35 40 

ctg aag tgc cag gga gee tac tee cet gag gae aat tee aca cag tgg 192 
Leu Lys Cys Gin Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Trp 
45 50 55 60 

ttt cac aat gag age etc ate tea age cag gee teg age tac ttc att 240 
Phe His Asn Glu Ser Leu He Ser Ser Gin Ala Ser Ser Tyr Phe He 

65 70 75 

gac get gee aca gtc gac gac agt gga gag tac agg tgc cag aca aac 288 
Asp Ala Ala Thr Val Asp Asp Ser Gly Glu Tyr Arg Cys Gin Thr Asn 

80 85 90 

etc tec ace etc agt gac ecg gtg cag eta gaa gtc cat ate ggc tgg 336 
Leu Ser Thr Leu Ser Asp Pro Val Gin Leu Glu Val His He Gly Trp 

95 100 105 

ctg ttg etc cag gee cet egg tgg gtg ttc aag gag gaa gac cct att 384 
Leu Leu Uu Gin Ala Pro Arg Trp Val Phe Lys Glu Glu Asp Pro He 

110 115 120 

cac ctg agg tgt cac age tgg aag aac act get ctg cat aag gtc aca 432 
His Leu Arg Cys His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr 
125 130 135 140 

tat tta cag aat ggc aaa ggc agg aag tat ttt cat eat aat tct gac 480 
Tyr Leu Gin Asn Gly Lys Gly Arg Lys Tyr Phe His His Asn Ser Asp 

145 150 155 

ttc tac att cea aaa gee aca etc aaa gac age ggc tee tac ttc tgc 528 
Phe Tyr He Pro Lys Ala Thr Leu Lys Asp Ser Gly Ser Tyr Phe Cys 

160 165 170 

agg ggg ett ttt ggg agt aaa aat gtg tct tea gag act gtg aac ate 576 
Arg Gly Leu Phe Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He 

175 180 185 

ace ate act caa ggt ttg gea gtg tea ace ate tea tea ttc ttt cea 624 
Thr He Thr Gin Gly Leu Ala Val Ser Thr He Ser Ser Phe Phe Pro 

190 195 200 

cct ggg tac caa gtc tct ttc tgc ttg gtg atg gta etc ett ttt gea 672 
Pro Gly Tyr Gin Val Ser Phe Cys Uu Val Met Val Leu Leu Phe Ala 
205 210 215 220 

gtg gac aca gga eta tat ttc tct gtg aag aca aac att cga age tea 720 
Val Asp Thr Gly Uu Tyr Phe Ser Val Lys Thr Asn He Arg Ser Ser 

225 230 235 

aca aga gae tgg aag gac cat aaa ttt aaa tgg aga aag gae cct caa 768 
Thr Arg Asp Trp Lys Asp His Lys Phe Lys Trp Arg Lys Asp Pro Gin 

240 245 250 

gae aaa tga ecc cag gat cc 738 

ffiiE#2 004-3101921 



Asp Lys 



#M 2003-350158 
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<210> 47 
<211> 254 
<212> PRT 
<213> Homo sapiens 

<400> 47 

Met Trp Gin Leu Leu Leu Pro Thr Ala Leu Leu Leu Leu Val Ser Ala 

1 5 10 15 

Gly Met Arg Thr Glu Asp Leu Pro Lys Ala Val Val Phe Leu Glu Pro 

.20 25 30 

Gin Trp Tyr Arg Val Leu Glu Lys Asp Ser Val Thr Leu Lys Cys Gin 

35 40 45 

Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Trp Phe His Asn Glu 

50 55 60 

Ser Leu He Ser Ser Gin Ala Ser Ser Tyr Phe He Asp Ala Ala Thr 
65 70 75 80 

Val Asp Asp Ser Gly Glu Tyr Arg Cys Gin Thr Asn Leu Ser Thr Leu 

85 90 95 

Ser Asp Pro Val Gin Leu Glu Val His He Gly Trp Leu Leu Leu Gin 

100 105 110 

Ala Pro Arg Trp Val Phe Lys Glu Glu Asp Pro He His Uu Arg Cys 

115 120 125 

His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr Tyr Leu Gin Asn 

130 135 140 

Gly Lys Gly Arg Lys Tyr Phe His His Asn Ser Asp Phe Tyr He Pro 
145 150 155 160 

Lys Ala Thr Leu Lys Asp Ser Gly Ser Tyr Phe Cys Arg Gly Leu Phe 

165 170 175 

Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He Thr He Thr Gin 

180 185 190 

Gly Uu Ala Val Ser Thr He Ser Ser Phe Phe Pro Pro Gly Tyr Gin 

195 200 205 

Val Ser Phe Cys Leu Val Met Val Leu Leu Phe Ala Val Asp Thr Gly 

210 215 220 

Leu Tyr Phe Ser Val Lys Thr Asn He Arg Ser Ser Thr Arg Asp Trp 
225 230 235 240 

Lys Asp His Lys Phe Lys Trp Arg Lys Asp Pro Gin Asp Lys 
245 250 



<210> 48 
<211> 788 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 

ttlfEi^ 2004-3101921 



#M 2003-350158 

<222> (13).. (774) 



^-i^: 32/ 



<400> 48 

gaa ttc ggc ate atg tgg cag ctg etc etc cca act get etg eta ctt 48 
Met Trp Gin Leu Leu Leu Pro Thr Ala Leu Leu Leu 
1 5 10 

eta gtt tea get ggc atg egg act gaa gat etc cca aag get gtg gtg 96 
Leu Val Ser Ala Gly Met Arg Thr Glu Asp Leu Pro Lys Ala Val Val 

15 20 25 

ttc ctg gag cct caa tgg tac agg gtg etc gag aag gae agt gtg act 144 
Phe Leu Glu Pro Gin Trp Tyr Arg Val Leu Glu Lys Asp Ser Val Thr 

30 35 40 

ctg aag tgc cag gga gee tac tee cct gag gae aat tec aca cag tgg 192 
Leu Lys Cys Gin Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Trp 
45 50 55 60 

ttt cae aat gag age etc ate tea age cag gee teg age tac ttc att 240 
Phe His Asn Glu Ser Leu He Ser Ser Gin Ala Ser Ser Tyr Phe He 

65 70 75 

gae get gcc aca gtc gae gae agt gga gag tac agg tgc cag aca aac 288 
Asp Ala Ala Thr Val Asp Asp Ser Gly Glu Tyr Arg Cys Gin Thr Asn 

80 85 90 

etc tee ace etc agt gae eeg gtg cag eta gaa gtc cat ate ggc tgg 336 
Leu Ser Thr Leu Ser Asp Pro Val Gin Leu Glu Val His He Gly Trp 

95 100 105 

ctg ttg etc cag gee cct egg tgg gtg ttc aag gag gaa gae cct att 384 
Leu Leu Leu Gin Ala Pro Arg Trp Val Phe Lys Glu Glu Asp Pro He 

110 115 120 

cac ctg agg tgt cac age tgg aag aac act get ctg cat aag gtc aca 432 
His Leu Arg Cys His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr 
125 130 135 140 

tat tta cag aat ggc aaa ggc agg aag tat ttt cat cat aat tct gae 480 
Tyr Leu Gin Asn Gly Lys Gly Arg Lys Tyr Phe His His Asn Ser Asp 

145 150 155 

ttc tac att cca aaa gee aca etc aaa gae age ggc tec tac ttc tgc 528 
Phe Tyr He Pro Lys Ala Thr Leu Lys Asp Ser Gly Ser Tyr Phe Cys 

160 165 170 

agg ggg ctt gtt ggg agt aaa aat gtg tct tea gag act gtg aac ate 576 
Arg Gly Leu Val Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He 

175 180 185 

acc ate act caa ggt ttg gea gtg tea acc ate tea tea ttc ttt cca 624 
Thr He Thr Gin Gly Leu Ala Val Ser Thr He Ser Ser Phe Phe Pro 

190 195 200 

cct ggg tac caa gtc tct ttc tgc ttg gtg atg gta etc ctt ttt gea 672 
Pro Gly Tyr Gin Val Ser Phe Cys Leu Val Met Val Leu Leu Phe Ala 
205 210 215 220 

gtg gae aca gga eta tat ttc tct gtg aag aca aac att cga age tea 720 
Val Asp Thr Gly Leu Tyr Phe Ser Val Lys Thr Asn He Arg Ser Ser 

225 230 235 

aca aga gae tgg aag gae cat aaa ttt aaa tgg aga aag gae cct caa 768 
Thr Arg Asp Trp Lys Asp His Lys Phe Lys Trp Arg Lys Asp Pro Gin 

miE#2 004-3101921 
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240 

gac aaa tga ccc cag gat cc 
Asp Lys 



245 



250 



788 



<210> 49 
<211> 254 
<212> PRT 

<213> Homo sapiens 
<400> 49 

Met Trp Gin Leu Leu Leu Pro Thr Ala Leu Leu Leu Leu Val Ser Ala 

15 10 15 

Gly Met Arg Thr Glu Asp Leu Pro Lys Ala Val Val Phe Leu Glu Pro 

20 25 30 

Gin Trp Tyr Arg Val Leu Glu Lys Asp Ser Val Thr Leu Lys Cys Gin 

35 40 45 

Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Trp Phe His Asn Glu 

50 55 60 

Ser Leu He Ser Ser Gin Ala Ser Ser Tyr Phe He Asp Ala Ala Thr 
65 70 75 80 

Val Asp Asp Ser Gly Glu Tyr Arg Cys Gin Thr Asn Leu Ser Thr Leu 

85 90 95 

Ser Asp Pro Val Gin Leu Glu Val His He Gly Trp Leu Leu Leu Gin 

100 105 110 

Ala Pro Arg Trp Val Phe Lys Glu Glu Asp Pro He His Leu Arg Cys 

115 120 125 

His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr Tyr Leu Gin Asn 

130 135 140 

Gly Lys Gly Arg Lys Tyr Phe His His Asn Ser Asp Phe Tyr He Pro 
145 150 155 160 

Lys Ala Thr Leu Lys Asp Ser Gly Ser Tyr Phe Cys Arg Gly Leu Val 

165 170 175 

Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He Thr He Thr Gin 

180 185 190 

Gly Leu Ala Val Ser Thr He Ser Ser Phe Phe Pro Pro Gly Tyr Gin 

195 200 205 

Val Ser Phe Cys Leu Val Met Val Leu Leu Phe Ala Val Asp Thr Gly 

210 215 220 

Leu Tyr Phe Ser Val Lys Thr Asn He Arg Ser Ser Thr Arg Asp Trp 
225 230 235 240 

Lys Asp His Lys Phe Lys Trp Arg Lys Asp Pro Gin Asp Lys 
245 250 

<210> 50 
<211> 51 
<212> DNA 

<213> Artificial Sequence 
<220> 



2004-3101921 




#M 2 0 0 3 -3 5 0 1 5 8 ^--J : 34/ 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 50 

tgttggatcc tgtcaatgat gatgatgatg atgaccttga gtgatggtga t 51 

<210> 51 
<211> 620 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (13).. (609) 

• <400> 51 

gaa ttc ggc ate atg tgg cag ctg etc etc cea act get etg eta ett 48 
Met Trp Gin Leu Leu Leu Pro Thr Ala Leu Leu Leu 
1 5 10 

eta gtt tea get ggc atg egg act gaa gat etc cea aag get gtg gtg 96 
Leu Val Ser Ala Gly Met Arg Thr Glu Asp Leu Pro Lys Ala Val Val 

15 20 25 

tte ctg gag cct caa tgg tae agg gtg etc gag aag gae agt gtg act 144 
Phe Leu Glu Pro Gin Trp Tyr Arg Val Leu Glu Lys Asp Ser Val Thr 

30 35 40 

ctg aag tge cag gga gee tae tec cct gag gae aat tee aca cag tgg 192 
Leu Lys Cys Gin Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Tro 
. 55 60 

ttt cae aat gag age etc ate tea age cag gee teg age tae ttc att 240 
Phe His Asn Glu Ser Leu He Ser Ser Gin Ala Ser Ser Tyr Phe He 

65 70 75 

gae get gee aca gtc gae gae agt gga gag tac agg tge cag aca aac 288 
Asp Ala Ala Thr Val Asp Asp Ser Gly Glu Tyr Arg Cys Gin Thr Asn 

80 85 90 

etc tec ace etc agt gae ccg gtg eag eta gaa gtc cat ate ggc tgg 336 
Uu Ser Thr Leu Ser Asp Pro Val Gin Leu Glu Val His He Gly Trp 

95 100 105 

ctg ttg etc cag gee cct egg tgg gtg ttc aag gag gaa gae cct att 384 
Uu Leu Leu Gin Ala Pro Arg Trp Val Phe Lys Glu Glu Asp Pro He 

110 115 120 

cae ctg agg tgt cae age tgg aag aac act get ctg cat aag gtc aca 432 
His Leu Arg Cys His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr 
125 130 135 140 

tat tta cag aat ggc aaa ggc agg aag tat ttt cat cat aat tet gae 480 
Tyr Leu Gin Asn Gly Lys Gly Arg Lys Tyr Phe His His Asn Ser Asp 
145 150 155 

11^ 5^ x. ^Sc ggc tec tac ttc tge 528 

Phe Tyr He Pro Lys Ala Thr Uu Lys Asp Ser Gly Ser Tyr Phe Cys 

160 165 170 

agg ggg ctt ttt ggg agt aaa aat gtg tct tea gag act gtg aac ate 576 

ttiiE# 2004-3101921 
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35/ 



Arg Gly Leu Phe Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He 
175 180 185 

ru"" n rt^ S^*^ ''^^ tga cag gat cc 620 

Thr He Thr Gin Gly His His His His His His 
190 195 



<210> 52 
<211> 199 
<212> PRT 
<213> Homo sapiens 

<400> 52 

Met Trp Gin Leu Leu Leu Pro Thr Ala Leu Uu Leu Leu Val Ser Ala 

^5 10 15 

Gly Met Arg Thr Glu Asp Leu Pro Lys Ala Val Val Phe Leu Glu Pro 

20 25 30 

Gin Trp Tyr Arg Val Leu Glu Lys Asp Ser Val Thr Leu Lys Cys Gin 
35 40 45 

Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Trp Phe His Asn Glu 

50 55 60 

Ser Leu He Ser Ser Gin Ala Ser Ser Tyr Phe He Asp Ala Ala Thr 
65 70 75 go 

Val Asp Asp Ser Gly Glu Tyr Arg Cys Gin Thr Asn Leu Ser Thr Leu 

90 95 
Ser Asp Pro Val Gin Uu Glu Val His He Gly Trp Leu Leu Leu Gin 

100 105 110 

Ala Pro Arg Trp Val Phe Lys Glu Glu Asp Pro He His Leu Arg Cys 

115 120 125 

His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr Tyr Leu Gin Asn 

130 135 140 

Gly Lys Gly Arg Lys Tyr Phe His His Asn Ser Asp Phe Tyr He Pro 

150 155 160 

Lys Ala Thr Leu Lys Asp Ser Gly Ser Tyr Phe Cys Arg Gly Leu Phe 

165 170 175 

Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He Thr He Thr Gin 

180 185 190 

Gly His His His His His His 
195 



<210> 53 
<211> 620 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (13).. (609) 



IUfE# 2004-3101921 




#11 2003-350158 
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<400> 53 

gaa ttc ggc ate atg tgg eag ctg etc etc cea act get etg eta ett 48 
Met Trp Gin Leu Leu Uu Pro Thr Ala Leu Leu Leu 
^ 5 10 

eta gtt tea get ggc atg egg act gaa gat etc cea aag get gtg gtg 96 
Leu Val Ser Ala Gly Met Arg Thr Glu Asp Leu Pro Lys Ala Val Val 

15 20 25 

ttc ctg gag cet caa tgg tac agg gtg etc gag aag gae agt gtg act 144 
Phe Leu Glu Pro Gin Trp Tyr Arg Val Leu Glu Lys Asp Ser Val Thr 

30 35 40 

ctg aag tgc cag gga gee tae tec cet gag gae aat tec aca eag tgg 192 
Leu Lys Cys Gin Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Tra 
45 50 55 60 

ttt cac aat gag age etc ate tea age cag gee teg age tac ttc att 240 
Phe His Asn Glu Ser Leu He Ser Ser Gin Ala Ser Ser Tyr Phe He 
65 70 75 

?!n f?^ ff ? cag aca aae 288 

Asp Ala Ala Thr Val Asp Asp Ser Gly Glu Tyr Arg Cys Gin Thr Asn 

80 85 90 

etc tec ace etc agt gae ecg gtg eag eta gaa gtc eat ate gge tgg 336 
Leu Ser Thr Leu Ser Asp Pro Val Gin Leu Glu Val His He Gly Tro 

95 100 105 

ctg ttg etc cag gee cet egg tgg gtg tte aag gag gaa gae cet att 384 
Leu Leu Leu Gin Ala Pro Arg Trp Val Phe Lys Glu Glu Asp Pro He 

110 115 120 

cac ctg agg tgt cac age tgg aag aae act get ctg cat aag gtc aca 432 
His Leu Arg Cys His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr 

130 135 140 

tat tta cag aat ggc aaa ggc agg aag tat ttt eat cat aat tet gae 480 
Tyr Uu Gin Asn Gly Lys Gly Arg Lys Tyr Phe His His Asn Ser Asp 
145 150 255 

111 T^"" ?r S""^ ^""^ '"^'^ Sgc tee tac tte tgc 528 

Phe Tyr He Pro Lys Ala Thr Leu Lys Asp Ser Gly Ser Tyr Phe Cys 

160 165 170 

agg ggg ett gtt ggg agt aaa aat gtg tet tea gag act gtg aae ate 576 
Arg Gly Leu Val Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He 

175 180 185 

ace ate act caa ggt cat eat cat cat cat cat tga eag gat ee 620 
Thr He TTir Gin Gly His His His His His His 
190 195 



<210> 54 
<2H> 199 
<212> PRT 

<213> Homo sapiens 



<400> 54 

Met Trp Gin Leu Uu Uu Pro Thr Ala Uu Leu Leu Uu Val Ser Ala 
15 10 15 



miE#2 004-3101921 
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Gly Met Arg Thr Glu Asp Leu Pro Lys Ala Val Val Phe Leu Glu Pro 

. 20 25 30 

Gin Trp Tyr Arg Val Leu Glu Lys Asp Ser Val Thr Leu Lys Cys Gin 

35 40 45 

Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Trp Phe His Asn Glu 

50 55 60 

Ser Leu He Ser Ser Gin Ala Ser Ser Tyr Phe He Asp Ala Ala Thr 
65 70 75 80 

Val Asp Asp Ser Gly Glu Tyr Arg Cys Gin Thr Asn Leu Ser Thr Leu 

85 90 95 

Ser Asp Pro Val Gin Leu Glu Val His He Gly Trp Uu Leu Leu Gin 

100 105 110 

Ala Pro Arg Trp Val Phe Lys Glu Glu Asp Pro He His Leu Arg Cys 

115 120 125 

His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr Tyr Leu Gin Asn 

130 135 140 

Gly Lys Gly Arg Lys Tyr Phe His His Asn Ser Asp Phe Tyr He Pro 
145 150 155 160 

Lys Ala Thr Leu Lys Asp Ser Gly Ser Tyr Phe Cys Arg Gly Leu Val 

165 170 175 

Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He Thr He Thr Gin 

180 185 190 

Gly His His His His His His 
195 



<210> 55 
<211> 9196 
<212> DNA 

<213> Cricetulus griseus 
<400> 55 

tctagaccag gctggtctcg aactcacaga gaaccacctg cctctgccac ctgagtgctg 60 
ggattaaagg tgtgcaccac caccgcccgg cgtaaaatca tatttttgaa tattgtgata 120 
atttacatta taattgtaag taaaaatttt cagcctattt tgttatacat ttttgcgtaa 180 
attattcttt tttgaaagtt ttgttgtcca taatagtcta gggaaacata aagttataat 240 
ttttgtctat gtatttgcat atatatctat ttaatctcct aatgtccagg aaataaatag 300 
ggtatgtaat agcttcaaca tgtggtatga tagaattttt cagtgctata taagttgtta 360 
cagcaaagtg ttattaattc atatgtccat atttcaattt tttatgaatt attaaattga 420 
atccttaagc tgccagaact agaattttat tttaatcagg aagccccaaa tctgttcatt 480 
ctttctatat atgtggaaag gtaggcctca ctaactgatt cttcacctgt tttagaacat 540 

mm^2 0 0 4-310 



#M2 0 0 3 - 3 5 0 1 5 8 ^-v? 



ggtccaagaa 


tggagttatg 


taaggggaat 


tacaagtgtg 


agaaaactcc 


tagaaaacaa 


600 


gatgagtctt 


gtgaccttag 


tttctttaaa 


aacacaaaat 


tcttggaatg 


tgttttcatg 


n n r\ 

660 


ttcctcccag 


gtggatagga 


gtgagtttat 


ttcagattat 


ttattacaac 


tggctgttgt 


720 


tacttgtttc 


tatgtcttta 


tagaaaaaca 


tatttttttt 


gccacatgca 


gcttgtcctt 


780 


atgattttat 


acttgtgtga 


ctcttaactc 


tcagagtata 


aattgtctga 


tgctatgaat 


840 


aaagttggct 


attgtatgag 


acttcagccc 


acttcaatta 


ttggcttcat 


1 j_ J. i_ 

tctctcagat 


900 


cccaccacct 


ccagagtggt 


aaacaacttg 


aaccattaaa 


cagactttag 


tctttatttg 


960 


aatgatagat 


ggggatatca 


gatttatagg 


cacagggttt 


tgagaaaggg 


agaaggtaaa 


1020 


cagtagagtt 


taacaacaac 


aaaaagtata 


ctttgtaaac 


gtaaaactat 


ttattaaagt 


1080 


agtagacaag 


acattaaata 


ttccttggga 


ttagtgcttt 


ttgaattttg 


ctttcaaata 


1140 


atagtcagtg 


agtatacccc 


tcccccattc 


tatattttag 


cagaaatcag 


aataaatggt 


1200 


gtttctggta 


cattcttttg 


1 „ ill 

tagagaattt 


1 1 i_ 1 111 

attttctttg 


ggtttttgtg 


catttaaagt 


1260 


caataaaaat 


taaggttcag 


taatagaaaa 


aaaactctga 


tttttggaat 


cccctttctt 


1320 


cagcttttct 


atttaatctc 


ttaatgataa 


tttaatttgt 


ggccatgtgg 


tcaaagtata 


1380 


tagccttgta 


tatgtaaatg 


ttttaaccaa 


cctgccttta 


cagtaactat 


ataattttat 


1440 


tctataatat 


j_ 1111 

atgacttttc 


ttccatagct 


ttagagttgc 


ccagtcactt 


taagttacat 


1500 


tttcatatat 


- 1 1 III I 

gttctttgtg 


ggaggagata 


attttatttc 


taagagaatc 


ctaagcatac 


1560 


tgattgagaa 


atggcaaaca 


aaacacataa 


ttaaagctga 


taaagaacga 


acatttggag 


1620 


tttaaaatac 


atagccaccc 


taagggttta 


actgttgtta 


gccttctttt 


ggaattttta 


1680 


ttagttcata 


tagaaaaatg 


^ „ .1. i- 1- J J 

gattttatcg 


tgacatttcc 


1 J 1 i_ 1 

atatatgtat 


ataatatatt 


1740 


tacatcatat 


ccacctgtaa 


ttattagtgt 


ttttaaatat 


atttgaaaaa 


ataatggtct 


1800 


ggtttgatcc 


atttgaacct 


tttgatgttt 


ggtgtggttg 


ccaattggtt 


gatggttatg 


1860 


ataacctttg 


cttctctaag 


gttcaagtca 


gtttgagaat 


atgtcctcta 


aaaatgacag 


1920 


gttgcaagtt 


aagtagtgag 


atgacagcga 


gatggagtga 


tgagaatttg 


tagaaatgaa 


1980 


ttcacttata 


ctgagaactt 


gttttgcttt 


tagataatga 


acatattagc 


ctgaagtaca 


2040 



#112 0 0 3-3 5 0 1 5 8 
tagccgaatt gattaattat tcaaagatat aatcttttaa tccctataaa agaggtatta 2100 
cacaacaatt caagaaagat agaattagac ttccagtatt ggagtgaacc atttgttatc 2160 
aggtagaacc ctaacgtgtg tggttgactt aaagtgttta ctttttacct gatactgggt 2220 
agctaattgt ctttcagcct cctggccaaa gataccatga aagtcaactt acgttgtatt 2280 
ctatatctca aacaactcag ggtgtttctt actctttcca cagcatgtag agcccaggaa 2340 
gcacaggaca agaaagctgc ctccttgtat caccaggaag atctttttgt aagagtcatc 2400 
acagtatacc agagagacta attttgtctg aagcatcatg tgttgaaaca acagaaactt 2460 
attttcctgt gtggctaact agaaccagag tacaatgttt ccaattcttt gagctccgag 2520 
aagacagaag ggagttgaaa ctctgaaaat gcgggcatgg actggttcct ggcgttggat 2580 
tatgctcatt ctttttgcct gggggacctt attgttttat ataggtggtc atttggttcg 2640 
agataatgac caccctgacc attctagcag agaactctcc aagattcttg caaagctgga 2700 
gcgcttaaaa caacaaaatg aagacttgag gagaatggct gagtctctcc ggtaggtttg 2760 
aaatactcaa ggatttgatg aaatactgtg cttgaccttt aggtataggg tctcagtctg 2820 
ctgttgaaaa atataatttc tacaaaccgt ctttgtaaaa ttttaagtat tgtagcagac 2880 
tttttaaaag tcagtgatac atctatatag tcaatatagg tttacatagt tgcaatctta 2940 
ttttgcatat gaatcagtat atagaagcag tggcatttat atgcttatgt tgcatttaca 3000 
attatgttta gacgaacaca aactttatgt gatttggatt agtgctcatt aaattttttt 3060 
attctatgga ctacaacaga gacataaatt ttgaaaggct tagttactct taaattctta 3120 
tgatgaaaag caaaaattca ttgttaaata gaacagtgca tccggaatgt gggtaattat 3180 
tgccatattt ctagtctact aaaaattgtg gcataactgt tcaaagtcat cagttgtttg 3240 
gaaagccaaa gtctgattta aatggaaaac ataaacaatg atatctattt ctagatacct 3300 
ttaacttgca gttactgagt ttacaagttg tctgacaact ttggattctc ttacttcata 3360 
tctaagaatg atcatgtgta cagtgcttac tgtcacttta aaaaactgca gggctagaca 3420 
tgcagatatg aagactttga cattagatgt ggtaattggc actaccagca agtggtatta 3480 
agatacagct gaatatatta ctttttgagg aacataattc atgaatggaa agtggagcat 3540 

miE#2 004-3101 



#M2 0 0 3 -3 5 0 1 5 8 ^--J : 

tagagaggat gccttctggc tctcccacac cactgtttgc atccattgca tttcacactg 3600 
cttttagaac tcagatgttt catatggtat attgtgtaac tcaccatcag ttttatcttt 3660 
aaatgtctat ggatgataat gttgtatgtt aacactttta caaaaacaaa tgaagccata 3720 
tcctcggtgt gagttgtgat ggtggtaatt gtcacaatag gattattcag caaggaacta 3780 
agtcagggac aagaagtggg cgatactttg ttggattaaa tcattttact ggaagttcat 3840 
cagggagggt tatgaaagtt gtggtctttg aactgaaatt atatgtgatt cattattctt 3900 
gatttaggcc ttgctaatag taactatcat ttattgggaa tttgtcatat gtgccaattt 3960 
gtcatgggcc agacagcgtg ttttactgaa tttctagata tctttatgag attctagtac 4020 
tgttttcagc cattttacag atgaagaatc ttaaaaaatg ttaaataatt tagtttgccc 4080 
aagattatac gttaacaaat ggtagaacct tctttgaatt ctggcagtat ggctacacag 4140 
tccgaactct tatcttccta agctgaaaac agaaaaagca atgacccaga aaattttatt 4200 
taaaagtctc aggagagact tcccatcctg agaagatctc ttttcccttt tataatttag 4260 
gctcctgaat aatcactgaa ttttctccat gttccatcta tagtactgtt atttctgttt 4320 
tccttttttc ttaccacaaa gtatcttgtt tttgctgtat gaaagaaaat gtgttattgt 4380 
aatgtgaaat tctctgtccc tgcagggtcc cacatccgcc tcaatcccaa ataaacacac 4440 
agaggctgta ttaattatga aactgttggt cagttggcta gggcttctta ttggctagct 4500 
ctgtcttaat tattaaacca taactactat tgtaagtatt tccatgtggt cttatcttac 4560 
caaggaaagg gtccagggac ctcttactcc tctggcgtgt tggcagtgaa gaggagagag 4620 
cgatttccta tttgtctctg cttattttct gattctgctc agctatgtca cttcctgcct 4680 
ggccaatcag ccaatcagtg ttttattcat tagccaataa aagaaacatt tacacagaag 4740 
gacttccccc atcatgttat ttgtatgagt tcttcagaaa atcatagtat cttttaatac 4800 
taatttttat aaaaaattaa ttgtattgaa aattatgtgt atatgtgtct gtgtgtcgat 4860 
ttgtgctcat aagtagcatg gagtgcagaa gagggaatca gatctttttf taagggacaa 4920 
agagtttatt cagattacat tttaaggtga taatgtatga ttgcaaggtt atcaacatgg 4980 
cagaaatgtg aagaagctgg tcacattaca tccagagtca agagtagaga gcaatgaatt 5040 
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gatgcatgca ttcctgtgct cagctcactt ttcctggagc tgagctgatt gtaagccatc 5100 
tgatgtcttt gctgggaact aactcaaagg caagttcaaa acctgttctt aagtataagc 5160 
catctctcca gtccctcata tggtctctta agacactttq tttatattct tgtacataga 5220 
aattgaattc ctaacaactg cattcaaatt acaaaatagt ttttaaaagc tgatataata 5280 
aatgtaaata caatctagaa catttttata aataagcata ttaactcagt aaaaataaat 5340 
gcatggttat tttccttcat tagggaagta tgtctcccca ggctgttctc tagattctac 5400 
tagtaatgct gtttgtacac catccacagg ggttttattt taaagctaag acatgaatga 5460 
tggacatgct tgttagcatt tagacttttt tccttactat aattgagcta gtatttttgt 5520 
gctcagtttg atatctgtta attcagataa atgtaatagt aggtaatttc tttgtgataa 5580 
aggcatataa attgaagttg gaaaacaaaa gcctgaaatg acagttttta agattcagaa 5640 
caataatttt caaaagcagt tacccaactt tccaaataca atctgcagtt ttcttgatat 5700 
gtgataaatt tagacaaaga aatagcacat tttaaaatag ctatttactc ttgatttttt 5760 
tttcaaattt aggctagttc actagttgtg tgtaaggtta tggctgcaaa catctttgac 5820 
tcttggttag ggaatccagg atgatttacg tgtttggcca aaatcttgtt ccattctggg 5880 
tttcttctct atctaggtag ctagcacaag ttaaaggtgt ggtagtattg gaaggctctc 5940 
aggtatatat ttctatattc tgtatttttt tcctctgtca tatatttgct ttctgtttta 6000 
ttgatttcta ctgttagttt gatacttact ttcttacact ttctttggga tttattttgc 6060 
tgttctaaga tttcttagca agttcatatc actgatttta acagttgctt cttttgtaat 6120 
atagactgaa tgccccttat ttgaaatgct tgggatcaga aactcagatt tgaacttttc 6180 
ttttttaata tttccatcaa gtttaccagc tgaatgtcct gatccaagaa tatgaaatct 6240 
gaaatgcttt gaaatctgaa acttttagag tgataaagct tccctttaaa ttaatttgtg 6300 
ttctatattt tttgacaatg tcaacctttc attgttatcc aatgagtgaa catattttca 6360 
atttttttgt ttgatctgtt atattttgat ctgaccatat ttataaaatt ttatttaatt 6420 
tgaatgttgt gctgttactt atctttatta ttatttttgc ttattttcta gccaaatgaa 6480 
attatattct gtattatttt agtttgaatt ttactttgtg gcttagtaac tgccttttgt 6540 
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tggtgaatgc ttaagaaaaa cgtgtggtct actgatattg gttctaatct tatatagcat 6600 
gttgtttgtt aggtagttga ttatgctggt cagattgtct tgagtttatg caaatgtaaa 6660 
atatttagat gcttgttttg ttgtctaaga acaaagtatg cttgctgtct cctatcggtt 6720 
ctggtttttc cattcatctc ttcaagctgt tttgtgtgtt gaatactaac tccgtactat 6780 
cttgttttct gtgaattaac cccttttcaa aggtttcttt tctttttttt tttaagggac 6840 
aacaagttta ttcagattac attttaagct gataatgtat gattgcaagg ttatcaacat 6900 
ggcagaaatg tgaagaagct aggcacatta catccacatg gagtcaagag cagagagcag 6960 
tgaattaatg catgcattcc tgtggtcagc tcacttttcc tattcttaga tagtctagga 7020 
tcataaacct ggggaatagt gctaccacaa tgggcatatc cacttacttc agttcatgca 7080 
atcaaccaag gcacatccac aggaaaaact gatttagaca acctctcatt gagactcttc 7140 
ccagatgatt agactgtgtc aagttgacaa ttaaaactat cacacctgaa gccatcacta 7200 
gtaaatataa tgaaaatgtt gattatcacc ataattcatc tgtatccctt tgttattgta 7260 
gattttgtga agttcctatt caagtccctg ttccttcctt aaaaacctgt tttttagtta 7320 
aataggtttt ttagtgttcc tgtctgtaaa tactttttta aagttagata ttattttcaa 7380 
gtatgttctc ccagtctttg gcttgtattt tcatcccttc aatacatata tttttgtaat 7440 
ttattttttt tatttaaatt agaaacaaag ctgcttttac atgtcagtct cagttccctc 7500 
tccctcccct cctcccctgc tccccaccta agccccaatt ccaactcctt tcttctcccc 7560 
aggaagggtg aggccctcca tgggggaaat cttcaatgtc tgtcatatca tttggagcag 7620 
ggcctagacc ctccccagtg tgtctaggct gagagagtat ccctctatgt ggagagggct 7680 
cccaaagttc atttgtgtac taggggtaaa tactgatcca ctatcagtgg ccccatagat 7740 
tgtccggacc tccaaactga cttcctcctt cagggagtct ggaacagttc tatgctggtt 7800 
tcccagatat cagtctgggg tccatgagca accccttgtt caggtcagtt gtttctgtag 7860 
gtttccccag cccggtcttg acccctttgc tcatcacttc tccctctctg caactggatt 7920 
ccagagttca gctcagtgtt tagctgtggg tgtctgcatc tgcttccatc agctactgga 7980 
tgagggctct aggatggcat ataaggtagt catcagtctc attatcagag aagggctttt 8040 
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aaggtagcct cttgattatt gcttagattg ttagttgggg tcaaccttgt aggtctctgg 8100 
acagtgacag aattctcttt aaacctataa tggctccctc tgtggtggta tcccttttct 8160 
tgctctcatc cgttcctccc ctgactagat cttcctgctc cctcatgtcc tcctctcccc 8220 
tccccttctc cccttctctt tcttctaact ccctctcccc tccacccacg atccccatta 8280 
gcttatgaga tcttgtcctt attttagcaa aacctttttg gctataaaat taattaattt 8340 
aatatgctta tatcaggttt attttggcta gtatttgtat gtgtttggtt agtgttttta 8400 
accttaattg acatgtatcc ttatatttag acacagattt aaatatttga agtttttttt 8460 
tttttttttt ttaaagattt atttattttt tatgtcttct gcctgcatgc cagaagaggg 8520 
caccagatct cattcaaggt ggttgtgagc caccatgtgg ttgctgggaa ttgaactcag 8580 
gacctctgga agaacagtca gtgctcttaa ccgctgagcc atctctccag cccctgaagt 8640 
gtttctttta aagaggatag cagtgcatca tttttccctt tgaccaatga ctcctacctt 8700 
actgaattgt tttagccatt tatatgtaat gctgttacca ggtttacatt ttcttttatc 8760 
ttgctaaatt tcttccctgt ttgtctcatc tcttattttt gtctgttgga ttatataggc 8820 
ttttattttt ctgtttttac agtaagttat atcaaattaa aattatttta tggaatgggt 8880 
gtgttgacta catgtatgtc tgtgcaccat gtgctgacct ggtcttggcc agaagaaggt 8940 
gtcatattct ctgaaactgg tattgtggat gttacgaact gccatagggt gctaggaatc 9000 
aaaccccagc tcctctggaa aagcagccac tgctctgagc cactgagtcc tctcttcaag 9060 
caggtgatgc caacttttaa tggttaccag tggataagag tgcttgtatc tctagcaccc 9120 
atgaaaattt atgcattgct atatgggctt gtcacttcag cattgtgtga cagagacagg 9180 
aggatcccaa gagctc 9195 

<210> 56 
<211> 28 
<212> DMA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 56 
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gagacttcag cccacttcaa ttattggc 



28 



<210> 57 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 57 

cttgtgtgac tcttaactct cagag 25 

<210> 58 
<211> 25 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 



<210> 59 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 59 

ccctcgagat aacttcgtat age 23 

<210> 60 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic DNA 



<400> 58 

gaggccactt gtgtagcgcc aagtg 



25 



<400> 60 

ggtaggcctc actaactg 



18 
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<210> 61 
<211> 25 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Sequence : Synthetic DNA 
<400> 61 

catagaaaca agtaacaaca gccag 25 



<210> 62 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 

<400> 62 

gtgagtccat ggctgtcact g 21 



<210> 63 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 

<400> 63 

cctgacttgg ctattctcag 20 



<210> 64 
<211> 235 

<212> PRT 

<213> Homo sapiens 



<400> 64 

Leu Pro Ala Gin Val Ala Phe Thr Pro Tyr Ala Pro Glu Pro Gly Ser 
15 10 15 

Thr Cys Arg Leu Arg Glu Tyr Tyr Asp Gin Thr Ala Gin Met Cys Cys 
20 25 30 
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Ser Lys Cys Ser Pro Gly Gin His Ala Lys Val Phe Cys Thr Lys Thr 
35 40 45 
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Ser Asp Thr Val Cys Asp Ser Cys Glu Asp Ser Thr Tyr Thr Gin Leu 
50 55 60 

Trp Asn Trp Val Pro Glu Cys Leu Ser Cys Gly Ser Arg Cys Ser Ser 
65 70 75 80 

Asp Gin Val Glu Thr Gin Ala Cys Thr Arg Glu Gin Asn Arg He Cys 
85 90 95 

Thr Cys Arg Pro Gly Trp Tyr Cys Ala Leu Ser Lys Gin Glu Gly Cys 
100 105 110 

Arg Leu Cys Ala Pro Leu Arg Lys Cys Arg Pro Gly Phe Gly Val Ala 
115 120 125 

Arg Pro Gly Thr Glu Thr Ser Asp Val Val Cys Lys Pro Cys Ala Pro 
130 135 140 

Gly Thr Phe Ser Asn Thr Thr Ser Ser Thr Asp He Cys Arg Pro His 
145 150 155 160 

Gin He Cys Asn Val Val Ala He Pro Gly Asn Ala Ser Met Asp Ala 
165 170 175 

Val Cys Thr Ser Thr Ser Pro Thr Arg Ser Met Ala Pro Gly Ala Val 
180 185 190 

His Leu Pro Gin Pro Val Ser Thr Arg Ser Gin His Thr Gin Pro Thr 
195 200 205 

Pro Glu Pro Ser Thr Ala Pro Ser Thr Ser Phe Leu Leu Pro Met Gly 
210 215 220 



Pro Ser Pro Pro Ala Glu Gly Ser Thr Gly Asp 
225 230 



<210> 65 

<211> 92 

<212> PRT 

<213> Homo sapiens 

<400> 65 

Phe Ser Gin Gin He Tyr Gly Val Val Tyr Gly Asn Val Thr Phe His 
15 10 15 
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Val Pro Ser Asn Val Pro Leu Lys Glu Val Leu Trp Lys Lys Gin Lys 
20 25 30 

Asp Lys Val Ala Glu Leu Glu Asn Ser Glu Phe Arg Ala Phe Ser Ser 
35 40 45 

Phe Lys Asn Arg Val Tyr Leu Asp Thr Val Ser Gly Ser Leu Thr He 
50 55 60 

Tyr Asn Leu Thr Ser Ser Asp Glu Asp Glu Tyr Glu Met Glu Ser Pro 
65 70 75 80 

Asn He Thr Asp Thr Met Lys Phe Phe Leu Tyr Val 
85 90 



33/47 
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fl(-)ori 
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me] 



fl(-)ori 



Amp^ 




EcoRI 
AccIII 



Linker 
CC49VL 



hinge 
CH2 

lac promoteA ^^^8^1 

Spel 
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EcoRI 
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1 SOkDa 

lOOkDa 
75kDa 
SOkDa 

37kDa 
25k0a 
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1 11 
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«tTAG-72 scFv-Fc (-) 
*nETAG-72 scFv-Fc (+) 




B 



in 
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scFv-Fciia[(ug/ml) 



«:TAG-72 scFv-Fc (-) 
tSTAG-72 scFv-Fc (+) 
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1 21 

2 
1.8 
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.1.4 
1.2 
1 

0.8 
0.6 
0.4 
0.2 



^TAG-72 scFv-Fc (-) 
fiiJTAG-72 scFv-Fc (+) 




I i I 1 1 lint t r^^n? 



scFv-FcaUS(Mg/ml) 




scFv-FcailS ( u g/ml) 
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1 31 

A 70 




10 
0 



JSTAG-72 scFv-Fc (-) 



tSTAG"72 scFv-Fc (+) 
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^ 60 
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30 
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fl(-)ori 
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sTNFRII-Fc (-) 
sTNFRII-Fc (+) 




0.01 0.1 

sTNFRII-Fc 



10 



(nM) 
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sTNFRII-Fc (+) 
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